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Cerebrovascular dysfunction significantly contributes to the clinical presentation and pathoetiology of
Alzheimer’s disease (AD). Deposition and aggregation of b-amyloid (Ab) within vascular smooth muscle cells
leads to inflammation, oxidative stress, impaired vasorelaxation, and disruption of blood-brain barrier integ-
rity. Midlife vascular risk factors, such as hypertension, cardiovascular disease, diabetes, and dyslipidemia,
increase the relative risk for AD. These comorbidities are all characterized by low and/or dysfunctional high-
density lipoproteins (HDL), which itself is a risk factor for AD. HDL performs a wide variety of critical functions
in the periphery and CNS. In addition to lipid transport, HDL regulates vascular health via mediating vasore-
laxation, inflammation, and oxidative stress and promotes endothelial cell survival and integrity. Here, we
summarize clinical and preclinical data examining the involvement of HDL, originating from the circulation
and from within the CNS, on AD and hypothesize potential synergistic actions between the two lipoprotein
pools.Introduction
Alzheimer’s disease (AD) is the leading cause of senile dementia
and represents a rapidly growing burden to the healthcare sys-
tem (Mayeux and Stern, 2012). In the last decade, it has become
apparent that in addition to the amyloid plaques and neurofibril-
lary tangles (NFTs) that define AD, most AD patients also have
biochemical, morphological, and functional changes to the cer-
ebrovasculature, suggesting that cerebrovascular damage is
an important aspect of AD pathophysiology (de la Torre, 1999;
Zlokovic, 2011). Many elderly patients with AD also present
with a variety of comorbid conditions, such as cardiovascular
disease (CVD), type 2 diabetes mellitus (T2DM), hypertension,
hypercholesterolemia, obesity, and stroke, all of which have
been implicated as risk factors for AD (Duron and Hanon,
2008; Faraco and Iadecola, 2013; Mayeux and Stern, 2012; She-
pardson et al., 2011a; Vagelatos and Eslick, 2013). As cerebro-
vascular changes can be detected prior to cognitive decline,
interest in how cerebrovascular function may contribute to AD
pathogenesis is rapidly increasing. Several excellent reviews
on this subject have appeared in the past three years that
discuss, among many other topics, the central importance of
the neurovascular unit and blood-brain barrier (BBB) in cerebro-
vascular function (de la Torre, 2012; Zlokovic, 2011) and new
perspectives from neuroimaging (Johnson et al., 2012). In this
article, we focus particular attention on how apolipoprotein E
(apoE)- and apolipoprotein A-I (apoA-I)-containing lipoproteins
may work synergistically to optimize cerebrovascular health.
ApoE is the major apolipoprotein produced within the brain
and forms lipoprotein particles that resemble high-density lipo-
proteins (HDLs) found in plasma (Fagan et al., 1999; Pitas
et al., 1987). ApoE has a verified genetic association with AD
risk and has both b-amyloid (Ab)-dependent and Ab-independ-
ent functions that impact cerebrovascular function (Zlokovic,
2013). ApoA-I is produced in the liver and intestine and is the574 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.major protein component of plasma HDL (Brunham et al.,
2006). Several observations raise considerable interest in the
potential protective role of plasma HDL and apoA-I on cerebro-
vascular health. For example, HDL has a well-established role
in promoting endothelial health, several comorbidities associ-
ated with increased AD risk are themselves associated with
decreased HDL function (Riwanto and Landmesser, 2013),
apoA-I is found in cerebrospinal fluid (CSF) (Koch et al., 2001),
and genetic manipulation of apoA-I levels selectively affects
vascular amyloid load in animal model studies (Lefterov et al.,
2010; Lewis et al., 2010). Here, we provide a critical review of
clinical and preclinical evidence regarding the involvement of
apoE- and apoA-I- containingHDL on vascular health to facilitate
an integrated view of whole-body lipoprotein physiology on the
pathogenesis of AD in context with its common comorbidities.
We then develop a model wherein the synergistic actions of
apoA-I- and apoE-containing lipoproteins regulate optimal cere-
brovascular health.
Clinical and Pathological Evidence of Altered
Cerebrovascular Function in AD
Impaired Cerebral Blood Flow and Glucose Metabolism
Are Early Clinical Features of AD
The brain is a markedly vascularized organ with a very high
energy demand, using 20% of the body’s cardiac output, 20%
of oxygen consumption, and 25% of glucose consumption. As
such, even minor perturbations in cerebral blood flow (CBF)
can profoundly affect neuronal health (de la Torre, 2012; Zlo-
kovic, 2008). In AD patients, CBF is reduced by 10%–30% in
the tempoparietal, frontal, and posterior cingulate cortex and
hippocampus, and the extent of CBF impairment correlates
with disease severity (Hanyu et al., 2010; Jagust et al., 1997;
Johnson et al., 1998; Kim et al., 2013a). Reduced CBF and/or
CBF dysregulation is detectable prior to cognitive decline, brain
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(Bookheimer et al., 2000; Lind et al., 2006; Ruitenberg et al.,
2005; Sheline et al., 2010; Smith et al., 1999; Wierenga et al.,
2013; Wishart et al., 2006). Dysregulated CBF is also observed
in several AD mouse models prior to plaque development (Nico-
lakakis and Hamel, 2011). Furthermore, glucose uptake and uti-
lization, as measured by FDG-PET, is decreased in AD and mild
cognitive impairment (MCI) patients (Herholz, 2010; Jagust et al.,
2010; Shin et al., 2010) as well as in transgenic animal models of
AD (Nicolakakis and Hamel, 2011). These observations raise
important questions as to whether vascular dysfunction contrib-
utes causally to AD rather than being a result of amyloid and NFT
formation. As vascular changes can be documented prior to the
onset of cognitive impairment or amyloid accumulation, a two-hit
vascular hypothesis has been proposed by Zlokovic et al. stating
that initial insults to the vascular system lead to BBB dysfunction
and oligaemia, leading to a cascade of detrimental events that
culminate in AD (Zlokovic, 2011). Progressive neuropathological
changes may drive further cerebrovascular dysfunction, result-
ing in the marked damage to the cerebrovasculature that is
observed post mortem.
Morphological and Functional Damage to the
Cerebrovasculature in AD
Brain tissue from AD patients often shows greatly reduced
microvascular density, with many of the remaining vessels
appearing tortuous, twisted, or string-like. Increased deposition
of extracellular matrix proteins, including collagen, heparin sul-
fate proteoglycan, and laminin, thickens the basement mem-
branes of cerebrovascular endothelial cells, which themselves
are lost as AD progresses. In addition to these morphological
changes, the contractile ability of the vessel is impaired due to
substantial atrophy of vascular smooth muscle cells (VSMCs)
in arteries and arterioles and reduced pericyte density in small
capillaries (Iadecola, 2004; Zlokovic, 2005). These changes are
observed in both AD subjects as well as multiple preclinical
mousemodels of AD (Lee et al., 2012). The subsequent stiffening
of the cerebral vessel results in a decreased ability to meet the
brain’s demand for oxygen and key nutrients as well as remove
neurotoxic substances.
Endothelial cells in the (CNS) form the core of the BBB. These
cells are joined by specialized tight and adherens junction pro-
teins, allowing them to form a highly selective and sensitive bar-
rier that regulates the transport of nutrients into and egress of
waste products out of the brain (Zlokovic, 2011). In AD, endothe-
lial expression of tight junction proteins and their adaptor mole-
cules is decreased, potentially due to increased expression of
matrix metalloproteases (MMPs) (Rosenberg, 2009). Subse-
quently, BBB integrity is compromised (Farrall and Wardlaw,
2009), resulting in increased bulk fluid flow and CNS access of
potentially damaging serum proteins such as immunoglobulin
G (IgG), albumin, thrombin, plasmin, and fibrin (Zlokovic, 2011).
Microvessels extracted from AD brain tissue appear to be irre-
versibly activated, expressing increased levels of nitric oxide
(NO); cytokines such as tumor necrosis factor alpha (TNF-a),
transforming growth factor b1 (TGF-b1), interleukin-1b (IL-1b),
and IL-6; chemokines such as monocyte chemoattractant pro-
tein 1 (MCP1) and IL-8; prostaglandins; MMPs; and leukocyte
adhesion molecules including intracellular adhesion molecule 1
(ICAM-1), vascular cell adhesion molecule 1 (VCAM-1), andE-selectin (Grammas, 2011). This activation leads to aberrant
angiogenesis, increased inflammation, and oxidative stress.
Formation and Clearance of Ab
AD is defined by the presence of amyloid plaques composed
mainly of aggregated Ab peptides and NFTs that are composed
of abnormally hyperphosphorylated tau protein. Sequential
cleavage of amyloid precursor protein (APP) by b-secretase
and g-secretase produces Ab peptides that range from 36–
43 aa in length. The most relevant Ab isoforms for AD patho-
genesis are Ab42, which is very fibrillogenic and the major
component of parenchymal amyloid plaques, and Ab40, which
is the major Ab species found in cerebrovascular amyloid de-
posits (Masters and Selkoe, 2012).
In addition to parenchymal amyloid plaques, approximately
80% of AD patients exhibit Ab accumulation in the walls of
capillaries, arterioles, and small- and medium-sized arteries of
the cerebral cortex and leptomeninges, which is known as cere-
bral amyloid angiopathy (CAA) (Attems et al., 2011). Ab deposits
within the tunica media eventually lead to atrophy and acellular
replacement of the VSMC layer, which impairs vasomotor func-
tion and weakens the vessel wall.
Progressive impairments in the clearance of Ab peptides due
to aging and genetic determinants are believed to be a leading
cause of Ab accumulation in brain tissue and the cerebrovascu-
lature for the majority of AD subjects. Ab is catabolized by three
major pathways, two of which involve the cerebrovasculature
(Zlokovic, 2013). First, within the brain, Ab is enzymatically
degraded by several peptidases, most importantly by neprilysin
and insulin-degrading enzyme (IDE). Neprilysin and IDE expres-
sion is decreased in AD, and the observations that enhanced
expression of these enzymes reduces Ab burden and improves
cognitive function in murine models of AD raise interest in their
therapeutic potential (Saido and Leissring, 2012). Second, Ab
is cleared via bulk flow along perivascular drainage pathways
into the CSF and cervical lymph nodes (Weller et al., 2008). Peri-
vascular drainage of several interstitial fluid (ISF) solutes,
including Ab, from the brain is hypothesized to be driven by pul-
sations of cerebrovascular walls. As both CAA and age stiffen the
vessel and impede vessel contraction, transit of Ab along peri-
vascular drainage pathways is prolonged (Schley et al., 2006).
Finally, Ab is transported across the BBB via the low-density
lipoprotein (LDL) receptor-related protein 1 (LRP1) into the
bloodstream for eventual degradation in the liver. In both human
AD subjects and murine AD models, BBB expression of LRP1 is
decreased, while expression of the receptor of advanced glyca-
tion endproducts (RAGE), which is responsible for influx of Ab
into the brain, is increased, potentially disrupting Ab homeosta-
sis (Sagare et al., 2012). Interestingly, sterol regulatory element-
binding protein-2 (SREPB-2), a master regulator of cholesterol
homeostasis, is the only known transcriptional suppressor of
LRP1 (Llorente-Corte´s et al., 2006). Bell et al. recently reported
that the transactivation of SREBP-2 in AD VSMC resulted in
decreased LRP expression and subsequently impaired Ab clear-
ance (Bell et al., 2009). Consistent with these observations, APP/
PS1 mice that overexpress SREPB-2 exhibit increased Ab accu-
mulation (Barbero-Camps et al., 2013). In addition to SREBP-2,
the scavenger receptor CD36, which is implicated (among other
functions) in lipid transport, enhances Ab deposition and CAA
in vivo. Indeed, mice lacking CD36 have significantly reducedCell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 575
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fluence of lipid metabolism on Ab accumulation within the brain
vasculature.
Effect of Cerebrovascular Amyloid on BBB Integrity and
Vascular Tone
Accumulation of Ab within and around cerebral blood vessels
very likely contributes to neurovascular damage in AD (Attems
et al., 2011). Although endothelial cells appear to remain rela-
tively untouched by CAA, in vitro experiments show that addition
of vasculotrophic Ab40 peptides to confluent monolayers of
human brain endothelial cells derived either from healthy
controls or AD cases increases inflammation and enhances
attachment and transendothelial migration of peripheral blood
monocytes (Fiala et al., 1998; Giri et al., 2000, 2002) Exposure
of human or rodent cultured endothelial cells to Ab40 also leads
to decreased levels of several tight junction and adherens pro-
teins, including claudin-1 and claudin-5, occludin, and ZO-1
(Gonzalez-Velasquez et al., 2008; Hartz et al., 2012; Marco and
Skaper, 2006; Tai et al., 2010), and microvessels isolated from
CAA cases also show a significant loss of occludin, claudin-5,
and ZO-1 (Carrano et al., 2011). Ab may also impact vascular
tone by altering the reaction to vasoconstrictors and vasodila-
tors. In vivo, APP overexpression significantly and selectively
impairs endothelium-dependent cortical microcirculation (Iade-
cola et al., 1999), which is highly correlated to brain Ab concen-
tration and replicated by topical neocortical superfusion of Ab40,
but not Ab42, in wild-typemice (Niwa et al., 2000b). Ex vivo, Ab40
causes endothelium-dependent vasoconstriction in normal
blood vessels (Thomas et al., 1996; Townsend et al., 2002),
and intrathecal injection of Ab40 into wild-type and APP trans-
genic mice impairs the responses to several endothelium-
dependent vasodilators (Niwa et al., 2000a). Taken together,
both in vitro and in vivo results suggest that Ab impairs BBB
integrity and alters vascular tone.
Comorbid Conditions Associated with Increased AD
Risk Affect Cerebrovascular Function
If cerebrovascular deficits contribute to the pathogenesis of AD,
then it is reasonable to hypothesize that conditions that affect
vascular health would increase AD risk. Aging, which is one of
the strongest environment risk factors for AD (Mayeux and Stern,
2012), decreases microvascular density and increases the num-
ber of tortuous and string vessels in the CNS, which results in
reduced CBF. Aging is also associated with increased collagen
deposition in basement membranes, which thickens and stiffens
the vessel (Brown et al., 2011). In addition to normal aging, a large
body of epidemiological evidence suggests that several midlife
vascular risk factors (VRFs), such as hypertension (Faraco and
Iadecola, 2013), T2DM (Vagelatos and Eslick, 2013), CVD, and
dyslipidemia (Shepardson et al., 2011a), may also contribute to
an increased risk for vascular dementia and AD later in life (Duron
and Hanon, 2008; Mayeux and Stern, 2012). Importantly, the
presence of VRF can exacerbate the clinical presentation and in-
crease the rate of cognitive decline inMCI and ADpatients (Gold-
stein et al., 2013; Helzner et al., 2009; Mielke et al., 2007, 2011).
Hypertension Contributes to Vessel Stiffening and Brain
Hypoperfusion
Hypertension is themost validatedmidlife VRF for AD (Duron and
Hanon, 2008; Faraco and Iadecola, 2013; Mayeux and Stern,576 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.2012). Many longitudinal studies observe a positive relationship
between high blood pressure at midlife and increased risk for AD
15–20 years later (Duron and Hanon, 2008). Individuals with
hypertension also have increased senile plaque and NFT loads
compared to normotensive controls (Sparks et al., 1995). How-
ever, results from cross-sectional studies aremore confounding,
as some find increased risk with high blood pressure (BP)
(Cacciatore et al., 1997; Starr et al., 1993), while others find no
association (Morris et al., 2001; Ninomiya et al., 2011). As one
of the documented effects of chronic hypertension is arterial
stiffening, measurement of ankle BP or the ankle-brachial index
(ABI) is thought to be a better predictor of cognitive decline than
systolic BP (Hietanen et al., 2010, 2011; Ix et al., 2010; Tarumi
et al., 2011). The Honolulu-Asia Aging Study found that low
ABI significantly increased the risk of dementia and vascular de-
mentia with hazard ratios (HRs) of 1.66 and 2.5, respectively.
Low ABI may be particularly detrimental for carriers of the detri-
mental APOE4 allele, with a HR of 1.43 (Laurin et al., 2007). A
recent prospective 18-year follow-up study found a significant
association between elevated ankle BP and clinical dementia
at follow up even in individuals with normal brachial BP (HR
1.58) (Hietanen et al., 2013). Elevated pulse wave velocity, which
is another measure of arterial stiffness, was reported to increase
the risk of cognitive decline in the Maine-Syracuse Longitudinal
Study (Elias et al., 2009), Baltimore Longitudinal Study of Aging
(Waldstein et al., 2008), and a third independent study (Hanon
et al., 2005), but not in the Rotterdam Study (Poels et al., 2007).
Chronic hypertension impairs cerebral autoregulation, which
ensures that CBF remains relatively constant (within 80%–
120% of baseline) despite changes to systemic BP (van Beek
et al., 2008). In patients with chronic hypertension, the body
compensates by increasing the threshold for mean arterial pres-
sure at which CBF is maintained. The danger is that the brain
then becomes more vulnerable to hypoperfusion if blood pres-
sure drops (Zazulia, 2009). Supporting this concept, a recent
study comparing cognitively healthy adults who were either
normotensive or hypertensive found that longitudinal decreases
in blood pressure were associated with increased CSF tau phos-
phorylation and memory decline only in the hypertensive cohort
(Glodzik et al., 2014). These changes to cerebral autoregulation
may explain why some studies have found that low BP can
also increase dementia risk (Morris et al., 2000).
Endothelial Function Is Compromised in Type 2Diabetes
Mellitus and Cardiovascular Disease
Next to hypertension, T2DM and various forms of CVD are the
most robust midlife risk factors for AD (Duron and Hanon,
2008). Data from cross-sectional and longitudinal epidemiolog-
ical studies indicate that T2DM increases the relative risk of
AD by 1.4- to 4.4-fold, with inheritance of the APOE4 allele
further worsening disease odds (Vagelatos and Eslick, 2013).
There is a moderate association (odds ratio [OR] 1.3–2.2) of
midlife atherosclerosis and coronary artery disease (CAD) with
increased risk of AD (Hofman et al., 1997; Kalmijn et al., 2000;
Mielke et al., 2007; Newman et al., 2005; van Oijen et al.,
2007), with AD incidence increasing with the severity of CVD
(Hofman et al., 1997; van Oijen et al., 2007).
Although many mechanisms may explain their contribution to
AD, the significant impact that T2DM and CVD have on the
vascular system cannot be ignored. It is well established that
Figure 1. Generation and Maturation of
CNS and Peripheral HDL Species
Left: in the brain, apoE secreted by astrocytes is
lipidated by ABCA1 to form discoidal particles
ranging from 9–17 nm in diameter. ApoE-contain-
ing lipoprotein particles can be taken up by either
LDLR or LRP1 to supply cholesterol to the cell, and
the majority of the endocytosed apoE is recycled.
These apoE lipoprotein particles are present in
interstitial fluid andCSF.CSFapoE lipoproteins are
mature spherical particles that contain a choles-
terol ester core generated through LCAT activity.
Right: in the periphery, lipid-poor apoA-I is syn-
thesized by hepatocytes and enterocytes where it
is lipidated by ABCA1 to form discoidal pre-b-HDL
particles. Further lipids are added by the choles-
terol transporters ABCG1 and SR-B1, and LCAT
activity generates the cholesterol ester core found
in spherical particles. A number of enzymes, such
as PLTP and CETP, remodel these HDL particles,
generating a mix of size and density particles.
ApoA-I containing HDL gains access to the CSF by
a currently unknown mechanism.
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T2DM and CVD, with imbalanced production and secretion of
vasodilators and vasoconstrictors that lead to poor vascular
tone and vessel stiffening. Endothelial expression of adhesion
molecules is also increased, which enhances the transmigration
of inflammatory cells into the vessel wall (Eringa et al., 2013; Van-
houtte et al., 2009). In the case of atherosclerosis, vessel walls
stiffen with the formation and subsequent calcification of
atheroma, which alters blood flow and pressure. Given the
importance of endothelial cell health and blood flow to the brain,
it will be important in future studies to determine whether T2DM
and CVD have similar effects on cerebrovascular endothelial
cells and the neurovascular unit.
In addition to endothelial dysfunction, the plasma lipid profile
of T2DM (Taskinen, 2003) and CVD (Di Angelantonio et al.,
2009) patients is altered compared to that of healthy controls.
Typically, the levels of apoA-I and HDL cholesterol (HDL-C) are
decreased, whereas total cholesterol and LDL cholesterol
(LDL-C) are increased. Importantly, in addition to the well-estab-
lished protective effects of HDL and apoA-I on CVD risk (Mineo
and Shaul, 2012), increased HDL-C and apoA-I levels are also
associated with decreased AD risk (Bonarek et al., 2000; Reitz
et al., 2010; Zuliani et al., 2010), while hypercholesteremia is
associated with an increased risk of AD (Kivipelto et al., 2001,
2002, 2005; Kuo et al., 1998; Lesser et al., 2001; Lesser et al.,
2009; Notkola et al., 1998; Solomon et al., 2009).
Impact of Plasma HDL on Vascular Health and Its
Potential Contribution to AD
Although HDL is best known for its pivotal role in reverse choles-
terol transport (RCT), which is the process by which excess
cholesterol is removed from cells and transported to the liver
for excretion from the body (Mineo and Shaul, 2012), several
lines of evidence suggest that HDL and apoA-I also possess
several potent vasoprotective properties. These include im-
proving vascular function, inhibiting inflammation, suppressing
endothelial cell apoptosis and platelet aggregation, preventing
lipid oxidation, as well as stimulating endothelial repair (Riwanto
and Landmesser, 2013). Although the vast majority of these
studies focus their investigations on larger peripheral blood ves-sels, here we discuss the importance of exploring the potential of
HDL’s influence on cerebrovascular health in future studies.
High-Density Lipoprotein Biology
ApoA-I, the major protein on HDL, is synthesized and secreted
exclusively from the liver and intestine. Newly secreted apoA-I
is lipidated by the ATP-binding cassette transporter A1
(ABCA1), which effluxes phospholipids and cholesterol onto
apoA-I to produce a small and lipid-poor discoidal-shaped
lipoprotein particle (Brunham et al., 2006). Overall, hepatocytes
generate approximately 70% of the total HDL found in plasma,
whereas enterocytes generate the remaining 30%. HDL be-
comes increasingly lipidated in extrahepatic tissues, and leci-
thin-cholesterol acyltransferase (LCAT) activity converts HDL
into spherical lipoprotein particles with a cholesteryl ester
core, which is the predominant form of HDL that circulates
in plasma. Further maturation of HDL particles occurs in
plasma via exchange of lipids and proteins with triglyceride-
rich remnant lipoprotein particles (Masson et al., 2009)
(Figure 1).
Plasma HDL is an extremely heterogeneous class of lipo-
proteins. Several classification schemes have been developed
to identify distinct HDL subclasses, often by shape, buoyant
density, size, or lipid and protein content (Camont et al., 2011)
(Table 1). Recent studies revealed that HDL is composed, in
addition to apoA-I, cholesterol, and phospholipids, of over 200
individual lipid species and over 80 different proteins in normoli-
pidemic plasma (Kontush et al., 2013; Shah et al., 2013). Interest-
ingly, only one-third of the identified protein species have known
roles in lipid metabolism, whereas the remaining proteins are
involved in protease inhibition, regulation of the complement
cascade, and the acute-phase inflammatory response (Hei-
necke, 2009). These observations suggest the intriguing possi-
bility that although HDL is studied most often for its role in
removing excess cholesterol from the body, its ancestral role
may have beenmore aligned with activities of the innate immune
system. How these different constituents of HDL in both healthy
and diseased states may affect cerebrovascular function is now
critically important to address, and the following sections high-
light how HDL dysfunction may contribute to AD pathogenesis
via the cerebrovasculature.Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 577
Table 1. Identification of HDL in the Plasma and CNS
HDL Subtype
Plasma CNS
Pre-b-HDL HDL3 HDL2 Astrocyte-Lp CSF-Lp
Density (g/ml) 1.186–1.21 1.125–1.186 1.063–1.125 1.00–1.12 1.063–1.21
Size (nm) <8 8–10 10.3–10.6 9–17 11–20
Shape discoidal spherical spherical discoidal mainly spherical
Major Apolipoproteins apoA-I apoA-I apoA-I apoE, apoJ apoE, apoA-I
Minor Apolipoproteins apoA-II, apoA-IV, apoA-V, apoC-I, apoC-II, apoC-III,
apoC-IV, apoD, apoE, apoF, apoH, apoJ, apoL-1, apoM
– apoA-II, apoA-IV, apoD,
apoC-I, apoC-III, apoJ
HDL species are characterized by size, density, shape, and apolipoprotein content. Lp, lipoprotein.
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In peripheral vessels, plasma HDL regulates vascular tone by
stimulating endothelial nitric oxide synthase (eNOS) activity,
which increases the production of NO to relax the vessel. There
are several mechanisms by which HDL stimulates NO produc-
tion in endothelial cells. First, vasorelaxation requires HDL to
interact with the endothelial scavenger receptor BI (SR-BI); lipid
free apoA-I is insufficient for eNOS activation (Yuhanna et al.,
2001). Second, HDL-associated lysophospholipids activate
eNOS-dependent NO production when bound to the sphingo-
sine-1 phosphate receptor 3 (S1P3) receptor (Nofer et al.,
2004). Third, efflux of cholesterol to HDL by ABCG1 releases
the inhibitory interaction of eNOS with caveolin-1 in endothelial
cells, thereby inducing NO production (Terasaka et al., 2008,
2010). Finally, paraoxonase 1 (PON1) is an HDL-associated pro-
tein implicated in endothelial NO production (Besler et al., 2011).
In addition to glial synthesis, apoE is also produced in the liver
and is a component of several lipoprotein species in plasma,
including HDL. Plasma apoE, which is derived from the liver
and does not intermingle with brain-derived apoE, can be found
within atherosclerotic plaques in the peripheral vasculature
and can also induce endothelial NO production in cultured
peripheral endothelial cells (Stannard et al., 2001). For example,
stimulation of EA.hy926 endothelial cells with conditioned media
from CHO cells transfected with human apoE2, apoE3, or apoE4
showed robust NO production with apoE3, less with apoE2,
and none with apoE4 (Sacre et al., 2003). Additionally, apoE
activates NO production in human umbilical vein endothelial
cells (HUVECs) by suppressing the inhibitory caveolin-1/eNOS
interaction (Yue et al., 2012).
Importantly, the capacity of plasma HDL to induce endothelial
NO production is highly heterogeneous and compromised
in chronic diseases, including coronary artery disease (CAD),
chronic kidney disease, and T2DM (Besler et al., 2011; Gomara-
schi et al., 2013; Sorrentino et al., 2010; Speer et al., 2013).
Although the mechanisms by which these diseases inhibit this
function of HDL remain elusive, an increase of HDL-associated
myeloperoxidase content and activity in diabetic patients and
a decrease in PON1 and sphingosine-1-phosphate (S1P) in
CAD patients have been suggested to reduce HDL function
(Besler et al., 2011; Gomaraschi et al., 2013; Sorrentino et al.,
2010; Speer et al., 2013). In chronic kidney disease patients,
HDL has increased symmetric dimethylarginine (SDMA) content
compared to HDL from healthy controls, which shifts HDL from
scavenger receptor BI (SR-BI) to Toll-like receptor 2 (TLR2)
signaling, consequently reducing NO production and increasing578 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.hypertension (Speer et al., 2013). Importantly, the relationship of
HDL composition and cerebrovascular endothelial NO produc-
tion remains to be determined.
HDL and Inflammation
Both HDL and apoA-I have potent anti-inflammatory activity on
endothelial cells both in vitro and in vivo, including inhibiting in-
flammatory cytokine expression and suppressing the expression
of adhesionmolecules such as VCAM-1 and ICAM-1, which sub-
sequently lowers monocyte adhesion (Calabresi et al., 1997;
Cockerill et al., 1995; Dimayuga et al., 1999; Navab et al.,
1991; Shaw et al., 2008). ApoE also modulates the vascular in-
flammatory response by inhibiting VCAM-1 expression (Stan-
nard et al., 2001). In vitro experiments suggest that reduced
apoA-I levels or apoA-I modifications such as glycation, myelo-
peroxidase-mediated oxidation, and increased serum amyloid
A (SAA) content may inhibit the anti-inflammatory properties of
HDL (Hedrick et al., 2000; Nobe´court et al., 2010; Undurti et al.,
2009; Van Lenten et al., 1995; Zheng et al., 2004). An important
future endeavor will be to determine the degree to which these
functions are retrained within the cerebrovasculature.
HDL, Endothelial Repair, and BBB Integrity
Microvascular disease is a distinct and underappreciated
pathology associated with AD. In the periphery, HDL promotes
repair of damaged endothelial cells and inhibits endothelial cell
apoptosis, properties that are dependent on apoA-I (Riwanto
and Landmesser, 2013). Additionally, HDL is the major plasma
transporter of S1P, which enhances endothelial integrity and
barrier function (Sattler and Levkau, 2009). In the peripheral
vasculature, reduced apoJ and increased apoC-III levels in
HDL of CAD patients impairs the antiapoptotic functions of
HDL on endothelial cells and may shift HDL from an anti- to a
proinflammatory particle (Riwanto et al., 2013). Endothelial repair
after carotid injury in mice is also reduced after injection of HDL
from CAD and chronic kidney disease patients (Besler et al.,
2011; Speer et al., 2013). Finally, in vitro, HDL from diabetic
patients reduces the endothelial proliferative effects of HDL in
an SR-BI-dependent manner (Pan et al., 2012). Key unanswered
questions are whether circulating plasma HDL from healthy sub-
jects can promote repair of cerebrovascular endothelial damage
and whether this function is compromised in patients with CAD
or T2DM.
HDL and Oxidation
HDL and apoA-I are well known to reduce lipid oxidation in
the vasculature and inhibit endothelial thrombotic activation
(Riwanto and Landmesser, 2013). ApoE also possesses allele-
dependent (E2 > E3 > E4) antioxidant activity in vitro (Miyata
Cell Metabolism
Reviewand Smith, 1996). In addition, the antioxidant properties of HDL
are impaired in patients with acute coronary syndrome and
ischemic cardiomyopathy (Patel et al., 2011, 2013).
Apolipoproteins in Ab Metabolism and Cerebrovascular
Health
ApoE
Inheritance of the APOE4 allele is the most established genetic
risk factor for late-onset AD, decreasing its age of onset and
increasing its severity and progression (Mayeux and Stern,
2012). ApoE, the main lipoprotein in the brain, is synthesized
and secreted by astrocytes and, to a lesser extent, microglia
(Fagan et al., 1999; Pitas et al., 1987). Newly synthesized
apoE-containing lipoprotein particles are lipidated by ABCA1
to form discoidal particles 9–15 nm in diameter (DeMattos
et al., 2001; LaDu et al., 1998) (Figure 1; Table 1). In contrast,
CSF lipoproteins are 11–20 nm spherical particles with a similar
density to the small, dense HDL3 particles found in plasma
(Demeester et al., 2000; Koch et al., 2001; LaDu et al., 1998; Pitas
et al., 1987) (Figure 1; Table 1). In addition to apoE, apoA-I is also
abundant in CSF, with concentrations ranging from 1 to 4 mg/ml
(Demeester et al., 2000; Koch et al., 2001; Roher et al., 2009;
Song et al., 1998). In addition to apoE- and apoA-I-containing
lipoprotein particles in CSF, some authors have also reported a
fraction of particles that contain both apoE and apoA-I (Borghini
et al., 1995; Koch et al., 2001), while others have not (Pitas et al.,
1987). No overt differences in lipoprotein or lipid composition
have been found between different apoE isoforms. Onemajor re-
ported difference is that 20% of apoE forms both homo- and
heterodimers with apoA-II in the CSF of APOE3 carriers, but
not in APOE4 carriers (DeMattos et al., 2001; Demeester et al.,
2000; Guyton et al., 1998; Koch et al., 2001; LaDu et al., 1998;
Montine et al., 1998; Rebeck et al., 1998).
The putative roles of apoE and its isoform-specific effects on
AD pathogenesis have been well studied, though there is still
much to learn (Holtzman et al., 2012). ApoE has well-docu-
mented roles in Abmetabolism, including transport of Ab across
the BBB and in maintaining BBB integrity (Zlokovic, 2013).
ApoE4 is dysfunctional in both of these domains, as apoE4 slows
Ab clearance (Castellano et al., 2011; Deane et al., 2008; Hawkes
et al., 2012; Verghese et al., 2013) and promotes BBB injury in
mice (Hafezi-Moghadam et al., 2007; Methia et al., 2001; Nishit-
suji et al., 2011) (Figure 2). The presence of apoE4 therefore leads
to earlier and more extensive amyloid deposition that can be
detected in living subjects using Pittsburgh Compound B (PIB)
or fluorbetapir PET imaging (Drzezga et al., 2009; Fleisher
et al., 2013; Jagust et al., 2010; Morris et al., 2010; Rowe et al.,
2010), although the resolution of current techniques does not
allow a clear distinction between parenchymal and vascular
amyloid burden (Bacskai et al., 2007; Ikonomovic et al., 2008;
Johnson et al., 2007; Lockhart et al., 2007). Some studies sug-
gest that the risk and severity of CAA is also increased in
APOE4 carriers (Chalmers et al., 2003; Premkumar et al.,
1996), although other studies find that the APOE2 allele can be
overrepresented in patients with CAA (Olichney et al., 2000;
Tian et al., 2004). In a recent study, although CAA load and brain
regions impacted by CAAwere highest in APOE4/APOE4 brains,
CAA was also increased in APOE2/APOE3 subjects compared
to APOE3/APOE3 subjects, indicating that both APOE4 andAPOE2 alleles may impart risk (Nelson et al., 2013). One hypoth-
esis to account for these observations is that apoE4 enhances
Ab deposition within the cerebrovascular walls, while apoE2 in-
creases the risk for hemorrhage of amyloid-laden cerebral blood
vessels (McCarron and Nicoll, 2000). Animal model studies show
that CAA is increased in apoE4-expressing transgenic ADmouse
models (Fryer et al., 2005). Mechanistically, apoE4 retards Ab
clearance across the BBB and via the perivascular drainage
pathway (Castellano et al., 2011; Deane et al., 2008; Hawkes
et al., 2012; Verghese et al., 2013), potentially driving CAA forma-
tion and BBB breakdown. Binding of Ab to apoE4 also shifts
BBB-mediated clearance primarily from LRP1 to VLDLR (Deane
et al., 2008), which has a much slower rate of internalization (Li
et al., 2001).
In contrast to the detrimental effect of apoE4 on Ab clearance,
both transgenic and gene therapy approaches show that apoE2
promotes Ab removal and decreases plaque burden (Castellano
et al., 2011; Dodart et al., 2005; Hudry et al., 2013). A recently
study by Hudry et al. (2013) showed that intraventricular injection
of adeno-associated virus constructs expressing human apoE
isoforms resulted in stable transduction of the choroid plexus
and ependymal cells that led to widespread distribution of trans-
duced apoE, including its presence in ISF. Importantly, even
modest expression, namely 10% of endogenous murine apoE,
significantly accelerated Ab clearance with apoE2 > apoE3 >
apoE4 in symptomatic animals. The observed changes in Ab
metabolism correspondedwith preservation of synaptic integrity
in the vicinity of plaques, and no overt neurotoxicity or BBB dam-
age was observed (Hudry et al., 2013). Taken together, these
studies provide considerable support for the feasibility of
apoE2-directed therapies for AD.
Lipidation of apoE by the cholesterol and phospholipid
transporter ABCA1 is a critical determinant of apoE function
in Ab clearance (Donkin et al., 2010). Specifically, increasing
the amount of lipids carried on apoE by either genetic or pharma-
cological manipulations of ABCA1 levels improves Ab clearance,
whereas inhibiting apoE lipidation impairs Ab clearance (Hirsch-
Reinshagen et al., 2005; Koldamova et al., 2005; Wahrle et al.,
2008). However, it is essential to note that ABCA1 also catalyzes
the lipidation of apoA-I produced in the periphery, which is the
rate-limiting step in plasma HDL biogenesis (Lund-Katz and Phil-
lips, 2010). Therefore, deleting total ABCA1 activity using genetic
methods or increasing ABCA1 activity using systemic adminis-
tration of small molecules that induce ABCA1 expression will
therefore affect both apoA-I levels and function in plasma and
apoE levels and function in the brain, and the relative contribu-
tions of these two pools of lipoproteins on neuropathological
and behavioral outcomes is not clear (Stukas et al., 2012).
Although overexpression of ABCA1 specifically in the brain is
sufficient to reduce parenchymal amyloid burden in PDAPP
mice (Wahrle et al., 2008), it is not yet known whether enhance-
ment of both apoE and apoA-I functions may be even more
beneficial, particularly with respect to cerebrovascular dysfunc-
tion in AD.
Another potential player in the lipidation of apoE is ABCA7.
ABCA7 is highly expressed in the brain and, when overex-
pressed in human embryonic kidney (HEK) cells, can mediate
the transfer of phospholipids, and to a lesser extent cholesterol,
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Figure 2. Influences of Lipoproteins in Alzheimer’s Disease Development
Top: under normal circumstances, apoE- and apoA-I-containing lipoproteins have direct protective effects on the vasculature. In the CNS compartment, apoE
promotes BBB integrity by inhibiting MMP activation in pericytes as well as facilitating clearance of Ab from the CNS to the blood via LRP1. From the luminal side
of the vessel, HDL particles in bloodwork to protect endothelial cell health and repair by signaling in anti-inflammatory and antiapoptotic pathways and promoting
NO secretion to cause vasorelaxation. In addition, apoA-I lipoproteins are present within the CSF and positively influence the perivascular drainage of Ab in an
unknown manner. Middle left: inheritance of the APOE4 allele is detrimental, as apoE4 appears to exhibit both loss of protective functions and gain of toxic
functions. ApoE4 reduces BBB integrity by activating MMPs in pericytes, leading to degradation of tight and adherens junction proteins within endothelial cells,
thereby disrupting the integrity of the barrier. ApoE4 also slows Ab clearance across the BBB by shifting clearance from LRP1 to VLDLR, which has amuch slower
rate of endocytosis. In addition, there is atrophy of the VSMC layer and thickening of the basement membrane in the CNS vessels of APOE4 carriers, impairing
vessel contraction that negatively impacts CBF and Ab clearance. Middle right: vascular and metabolic diseases, such as CAD and TDM2, impair HDL function
and promote so-called dysfunctional HDL in the blood compartment. The vasoprotective effects are then lost, and in certain conditions HDL becomes proin-
flammatory and proapoptotic. In addition, impairment of NO production reduces VSMC relaxation, leading to potential impairment of Ab perivascular drainage
and subsequent CAA. Bottom: a model of potential synergy between genetic and environmental risk factors on lipoprotein function that exacerbates AD
pathogenesis via dysfunctional apoE lipoproteins in the CNS and dysfunctional HDL in the blood compartment.
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ABCA7 is also implicated in the host defense system, with critical
roles in SREBP-2-regulated phagocytic activity in response to
infection or injury (Tanaka et al., 2011). Importantly, ABCA7
has been identified as a susceptibility locus for AD (Hollingworth
et al., 2011; Karch et al., 2012; Reitz et al., 2013; Vasquez et al.,
2013). In African Americans, the effect size of the ABCA7
rs115550680 SNP is comparable to that of apoE4 (Reitz et al.,
2013). In transgenic AD mice, deletion of ABCA7 leads to
increased Ab and amyloid deposits (Kim et al., 2013b), but
effects on cognitive function are reportedly mild (Logge et al.,
2012). Further research will be required to delineate the potential580 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.mechanisms by which ABCA7 influences AD risk and whether its
effects are exerted via apoE.
ApoE4 also affects cerebrovascular health independently of its
role in Ab metabolism (Zlokovic, 2013) (Figure 2). In cognitively
normal APOE4 adults, decreased CBF and altered fMRI connec-
tivity are evident prior to amyloid development or decreasedCSF
Ab42 levels (Bookheimer et al., 2000; Dennis et al., 2010; Filippini
et al., 2009, 2011; Lind et al., 2006; Sheline et al., 2010;Wierenga
et al., 2013; Wishart et al., 2006). ApoE4 is also associated with
reduced glucose metabolism in cognitively normal older people,
again independent of amyloid deposition (Jagust et al., 2012).
Postmortem analyses of AD patients show that BBB breakdown
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apoE4 is less able than apoE3 to maintain BBB integrity through
LRP1-mediated signaling to pericytes, which suppresses inflam-
mation (Bell et al., 2012). Reduced CBF, vascular abnormalities,
BBB damage, and leakage of serum proteins into the extravas-
cular space are observed in young apoE4 and apoE/ mice.
These cerebrovascular changes were attributed to the activation
of MMPs in pericytes. Importantly, these vascular defects pre-
cede neuronal dysfunction (Bell et al., 2012). Lastly, aged
apoE4 mice develop thickening of the basement membranes
even in the absence of detectable loss in capillary density
(Hawkes et al., 2012).
ApoA-I
Although apoA-I is not produced by glia or neurons, it is present
in the CSF at relatively high levels of 0.07–4 mg/ml or 0.1%–0.5%
of plasma levels (Chiba et al., 1997; Demeester et al., 2000;
Fukuyama et al., 2000; Koch et al., 2001; Pitas et al., 1987; Roher
et al., 2009; Saito et al., 1997; Song et al., 1997, 1998). ApoA-I in
the CNS has been hypothesized to originate from direct trans-
port of apoA-I from plasma across the blood-brain and/or
blood-CSF barrier by an unknown mechanism (Figure 1). While
the transport of apoA-I in peripheral aortic endothelial cells is
dependent on ABCA1 and the ectopic beta adenosine triphos-
phatase (ATPase) (Cavelier et al., 2006, 2012), whether apoA-I
transports across the BBB is not clear. Human serum albumin
nanoparticles covalently modified with apoA-I injected into the
tail vein of rats or mice could be detected within brain capillary
endothelial cells (BCECs) and brain tissue parenchyma 30 min
after injection by electron microscopy (Zensi et al., 2010).
In vitro, transcytosis of protamine-oligonucleotide nanoparticles
across confluent monolayers of porcine BCECs was increased
by coating with apoA-I, an effect that was abolished by blocking
SR-BI (Kratzer et al., 2007). Recently, BBB transport of plasmids
encoding interferon alpha (IFNa) alone or fused to apoA-I was
measured by examining the concentration of IFNa and its target
genes in the brain following hydrodynamic infusion in mice.
Fusion of IFNa to apoA-I changed its mode of transport into
the brain from diffusion to a saturable mechanism independent
of SR-BI (Fioravanti et al., 2012). Clearly, more research is
needed to determine the mechanisms by which apoA-I enters
the CNS.
Despite the clear presence of apoA-I in CSF, the role of apoA-I
in AD pathogenesis remains controversial. Several studies have
observed reduced circulating levels of HDL and apoA-I in AD
patients compared to age-matched healthy controls (Kawano
et al., 1995; Kuriyama et al., 1994; Merched et al., 2000), and
decreased apoA-I levels have also been reported in brain tissue
and CSF of probable (Puchades et al., 2003) and neuropatholog-
ically confirmed AD patients (Castan˜o et al., 2006; Roher et al.,
2009). However, two other studies found no changes in frontal
lobe or CSF levels of apoA-I in AD patients, regardless of
APOE genotype (Harr et al., 1996; Song et al., 1997). More
studies are required to determine if CNS apoA-I levels are altered
in AD patients and whether this may be affected by APOE
genotype.
Despite the unclear association between CNS apoA-I levels
and AD pathophysiology, insights into an intriguing association
between apoA-I and CAA have been generated in preclinical
experiments, where genetic manipulation of apoA-I levels wasfound to selectively affect CAA pathology, inflammation, and
cognition in APP/PS1 mice (Lefterov et al., 2010; Lewis et al.,
2010). Intriguingly, transgenic overexpression of human apoA-I
from its endogenous promoter in liver and intestine selectively
reduced cerebrovascular amyloid by 44% in APP/PS1 mice
without affecting total or parenchymal Ab loads or Ab production
(Lewis et al., 2010). APP/PS1 hApoA-I Tg mice also exhibited a
marked decrease in the number of activated astrocytes, with a
trend toward decreased microglial activation. Conversely, defi-
ciency of apoA-I led to increased levels of vessel-extracted
Ab40 and Ab42 by 10-fold and 1.5-fold, respectively, in APP/
PS1 apoA-I/ mice compared to littermate APP/PS1 controls
(Lefterov et al., 2010). Although no behavioral deficits were
observed in aged apoA-I/ mice, deletion of apoA-I from
APP/PS1 mice exacerbated their spatial learning and memory
retention as analyzed by Morris water maze (MWM) (Lefterov
et al., 2010). In contrast, overexpression of hApoA-I prevented
cognitive decline of APP/PS1 mice (Lewis et al., 2010). These
studies demonstrate that apoA-I derived originally from hepato-
cytes or enterocytes can affect cognitive function and cerebro-
vascular amyloid burden in vivo.
In vitro, both lipid-free and lipidated apoA-I bind Ab40 and
Ab42, inhibit its aggregation into fibrils, and reduce Ab-induced
cytotoxicity, oxidative stress, and neuronal degeneration in cell
culture (Koldamova et al., 2001; Lefterov et al., 2010; Paula-
Lima et al., 2009). In BV2 microglial cells, apoA-I can enhance
cellular degradation of Ab42. Although binding to apoJ has
been shown to expedite clearance of Ab40 across the blood-
brain barrier (Bell et al., 2007), whether apoA-I has any effect
on brain-blood or blood-brain transport or perivascular drainage
of Ab has not be determined. Given the known pleiotropic bene-
ficial effects of apoA-I on peripheral endothelial cells, there is a
considerable potential for apoA-I to provide similar support to
the endothelial cells of the CNS.
Enhancing Lipoprotein Function as a Preventative or
Therapeutic Approach for AD
Despite decades of intense activity, discovery of an effective
disease-modifying therapeutic for AD has consistently failed,
particularly for APOE4 carriers. Although there is a growing
consensus that VRF comorbidities contribute to AD pathology
and cognitive decline, clinical trials with statins (McGuinness
and Passmore, 2010; Shepardson et al., 2011b), antihyper-
tensive (Peters and Beckett, 2009), and anti-inflammatory
agents (Alzheimer’s Disease Anti-inflammatory Prevention Trial
Research Group, 2013) in symptomatic AD patients have not
proven successful, possibly because these treatmentswere initi-
ated beyond the therapeutic window for efficacy. However, the
protective effect of HDL for CVD has been well established for
decades, andmajor efforts are underway to develop HDL-based
therapies with atherosclerosis being the primary indication for
many current studies. Infusion of HDL- or apoA-I-based formula-
tions, and small molecules designed to increase HDL and apoA-I
levels, are the two major approaches that have reached clinical
development with respect to HDL therapeutics. Of critical impor-
tance is the increased recognition that assays of specific HDL
subfractions or HDL functional properties, rather than the static
measures of HDL-C levels that are currently used in the clinic,
are likely to be required for success in CVD indications. GivenCell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 581
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development for CVD, and improving either apoE or apoA-I func-
tion provides neuropathological and cognitive benefits in preclin-
ical AD studies, targeting the cerebrovasculature via HDL could
be a potentially desirable approach for AD.
Liver X Receptor and Retinoid X Receptor Agonists
Increase CNS ApoE Levels and Function
Liver X receptors (LXRs) are nuclear transcription factors that
dimerize with retinoid X receptor (RXR) and regulate expression
of target genes involved in cholesterol metabolism, inflamma-
tion, and glucose metabolism. LXR agonists are best known
for their ability to induce RCT by stimulating the expression of
ABCA1, ABCG1, and apoE (Im and Osborne, 2011). Multiple
groups have consistently shown that administration of synthetic
LXR agonists, T0901317 and GW3965, improves cognitive per-
formance with or without reductions in Ab deposition or amyloid
burden (Donkin et al., 2010; Jiang et al., 2008; Koldamova et al.,
2005; Riddell et al., 2007; Vanmierlo et al., 2011; Wesson et al.,
2011). Interestingly, although not a direct LXR target, CNS
apoA-I protein levels were markedly increased in symptomatic
APP/PS1 mice treated with GW3965 compared to control ani-
mals independent of ABCA1 (Stukas et al., 2012). As systemic
exposure to LXR agonists will also affect HDL levels and function
in plasma, it will be interesting to determine how much of the
beneficial effect of LXR agonists in AD mice may be due to
changes in peripherally derived apoA-I-based HDL versus
CNS-derived apoE.
Interest in the RXR agonist bexarotene surged when Cramer
et al. demonstrated a rapid clearance of soluble Ab and amyloid
and a reversal of memory, social, and olfactory deficits in APP/
PS1, APPPS1-21, and Tg2576 transgenic AD mouse models
(Cramer et al., 2012). Bexarotene, like LXR agonists, also stimu-
lates expression of ABCA1, ABCG1, and apoE in the CNS
(Cramer et al., 2012; Ulrich et al., 2013). However, questions
arose when four independent laboratories attempted to repeat
the results. While all of the studies observed increased CNS
ABCA1 and apoE levels, only two observed decreases in soluble
Ab (Fitz et al., 2013; Veeraraghavalu et al., 2013), and none
observed any change in amyloid plaque burden or number
(Fitz et al., 2013; Price et al., 2013; Tesseur et al., 2013; Veerar-
aghavalu et al., 2013). Both Fitz et al. and Tesseur et al. noted
cognitive benefits even in the absence of changes to amyloid
burden, but the authors noted that interpretation of their results
was confounded due to the negative side effects of bexarotene
(Fitz et al., 2013; Tesseur et al., 2013). The discrepancies among
these studies could be because plaque burden is poorly corre-
lated with cognition and memory (Landreth et al., 2013), which
has also been observed in humans (Johnson et al., 2012). The
most recent study using bexarotene failed to reduce plaque
burden or provide any cognitive benefit to APP/PS1 mice
(LaClair et al., 2013).
Despite several preclinical studies that show some benefit
with synthetic LXR and RXR agonists, further development of
these compounds for human use is greatly challenged by several
negative side effects. LXR agonists, particularly compounds
that target LXRa, potently induce transcription of fatty acid syn-
thase (FAS) and SREBP1-c, leading to hypertriglyceremia and
hepatic steatosis (Grefhorst et al., 2002; Repa et al., 2000; Ulrich
et al., 2013). In addition to these undesirable metabolic effects,582 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.patients treated with the LXR agonist LXR-623 developed
CNS-related adverse effects, including delirium in the highest
two doses evaluated in a single ascending dose study in healthy
subjects (Katz et al., 2009). Although bexarotene is currently
approved for use in lymphoma and is entering phase I clinical
trials for AD, patients treated with bexarotene can develop com-
bined dyslipidemia with increased triglyceride and VLDL-C and
reduced HDL-C levels, changes that are caused by increased
cholesterol ester transfer protein (CETP) activity (de Vries-van
der Weij et al., 2009), and also can rapidly develop hypothyroid-
ism (Torino et al., 2013). Given that LXR agonists can be effica-
cious in reversing arthrosclerosis, diabetes, and AD pathology
in mice, interest in developing more specific or selective LXR
agonists still continues (Loren et al., 2013). However, as clinical
proof of concept still remains elusive for safe LXR agonists,
methods to improve HDL function independent of LXR/RXR
modulators are highly desirable.
HDL and ApoA-I Infusion
Infusion of reconstituted or recombinant HDL particles into the
circulation is a direct approach to increase HDL levels. The first
studies used apoA-I Milano, which is a naturally occurring ge-
netic variant of apoA-I that protects from CVD despite reduced
circulating HDL-C levels (Sirtori et al., 2001). Although apoA-I
Milano infusions promoted regression of atherosclerotic plaques
to a greater extent than apoA-I WT after 5 weeks of treatment, no
further trials have been reported (Nissen et al., 2003). A second
approach uses autologous delipidated apoA-I injected back
into the patient. In a trial of 28 acute coronary syndrome patients
receiving 7 weekly infusions of autologous delipidated apoA-I,
the levels of pre-b-HDL, which is thought to be particularly active
in promoting RCT, increased an average of 28-fold compared to
baseline levels, and a trend toward decreased atheroma volume
was observed (Waksman et al., 2010). A third approach uses
HDL infused as discoidal recombinant particles. For example,
CSL-111, a preparation of human apoA-I purified from plasma
reconstituted with soy phosphotidylcholine, was investigated in
the ERASE Trial in 183 patients with acute coronary syndrome
in 4 weekly infusions of 40 or 80 mg/kg. The high dose arm
was terminated due to elevated hepatic transaminase levels,
and although the lower dose was well tolerated, it failed to
meet the primary endpoint (Tardif et al., 2007). CSL-112 is a re-
formulated version that, immediately after infusion into rabbits,
was found to disproportionately increase the cholesterol efflux
capacity of HDL. The rapid rise in cholesterol efflux capacity
coincides with the remodeling of CSL-112 into low molecular
weight particles that promote ABCA1-mediated cholesterol
efflux (Diditchenko et al., 2013). In healthy subjects, a single infu-
sion of CSL-112 led to an immediate reduction in HDL particle
size, increased cholesterol efflux capacity, and net exit of tissue
cholesterol to HDL (Easton et al., 2013).
Small Molecule HDL Modulators
Many enzymes are involved in the biogenesis and metabolism of
HDL particles and have been the subject of drug discovery
efforts for CVD, albeit none have so far proven successful.
Numerous trials have shown that niacin has no beneficial effects
on CVD risk (Group, 2013). Furthermore, the CETP inhibitors tor-
cetrapib and dalcetrapib failed in clinical trials due to adverse,
presumably off-target effects on blood pressure and lack of effi-
cacy on cardiovascular outcomes, respectively (Barter et al.,
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trapib are currently in clinical trials (Wright, 2013). As CETP is
present in human brain and its CNS functions are not well under-
stood, it will be important to evaluate the effect of CETP inhibition
on AD-relevant outcomes.
RVX208: A Small Molecule ApoA-I Modulator
RVX208 is a first in class small molecule that increases endoge-
nous apoA-I production and is currently in development for acute
coronary syndrome, atherosclerosis, and AD (Bailey et al., 2010).
RVS208 was recently evaluated in the Phase 2b ASSURE clinical
trial, which is a 26-week, double-blind, randomized, parallel
group, placebo-controlled trial with 324 subject with low
HDL-C levels. The RVX208-treated group demonstrated
reduced coronary atheroma volume, increased apoA-I levels,
and increased HDL-C levels (Nicholls et al., 2012). Although
this study did notmeet its primary endpoint, a third party analysis
of the ASSURE data showed that patients receiving RVS208 in
combination with rosuvastatin had a highly statistically signifi-
cant plaque reduction of 1.43%, exceeding the prespecified pri-
mary endpoint by more than 2-fold (Resverlogix, 2013).
With respect to AD, an exploratory Phase Ia trial that enrolled
24 subjects for a double-blind, placebo-controlled, dose-escala-
tion study for a period of 7 days was reported by Resverlogix
to lead to a clear but nonsignificant trend toward a 12%–14%
increase in plasma Ab40 levels at 8 mg/kg dose after 7 days
of dosing compared with controls (Resverlogix, 2008). In
the ASSERT Phase II randomized, placebo-controlled, dose-
ranging study of 299 patients with stable coronary artery dis-
ease, 150mg of RVX208 (twice daily) led to a significant increase
in plasma Ab40 levels from baseline and, in the quartile of
patients with the lowest plasma Ab40 levels at baseline, a
13.4% increase in plasma Ab40 levels compared with placebo
(Resverlogix, 2011). These intriguing observations support the
hypothesis that RVX208 can stimulate the release of Ab40 from
the brain, consistent with the effects of genetic upregulation of
apoA-I levels in AD mice. Further evaluations of RVS208 in the
modulation of AD pathogenesis using double-blind placebo-
controlled clinical trials are eagerly awaited.
Exercise
A wealth of epidemiological literature associates high levels of
physical activity with numerous health benefits, including a lower
risk of CVD, hypertension, stroke, and dementia. The Cooper
Center Longitudinal Study (CCLS) recently reported that higher
midlife fitness levels are associated with reduced risk of all-
cause dementia later in life (Defina et al., 2013). Higher fitness
levels at midlife correlate with both reduced dementia incidence
and reduced adjusted risk for dementia independent of cardio-
vascular risk factors, including BMI, hypertension, diabetes,
hyperlipidemia, and smoking. These observations suggest that
the beneficial effect of exercise includes both vascular and
nonvascular mechanisms. The Finnish Alzheimer Disease
Exercise Trial (FINALEX) concluded that intense and long-term
exercise slowed the decline of physical functioning of AD
patients with no net increase in the total cost of health or social
services and with no significant adverse effects (Pitka¨la¨ et al.,
2013). However, a new report from the Rotterdam Study found
only a weak beneficial association between self-reported phys-
ical activity and dementia in a cohort of 4,406 elderly persons
aged 61–97 years and within only 4 years of follow up (de Bruijnet al., 2013). These findings were conserved after further adjust-
ments for cardiovascular risk factors, including smoking, hyper-
tension, BMI, diabetes, total cholesterol, and HDL cholesterol as
well as for incident AD compared to incident dementia.
Of particular interest is a recent study suggesting that exercise
may mitigate the detrimental effects of APOE4 on amyloid depo-
sition (Head et al., 2012). In this study, 201 cognitively normal
adults (clinical dementia rating [CDR] score 0) aged 45–88 years
were assessed for exercise engagement over 10 years. Subjects
were grouped into low- or high-exercise groups and evaluated
with PIB amyloid imaging and CSF Ab measurements. As
expected, APOE4 carriers had higher mean cortical PIB binding
(MCPB) than non-APOE4 carriers, and exercise reduced MCBP
levels in both groups. The remarkable observation, however,
was that MCBP in APOE4 carriers with high exercise exposure
was comparable to that of non-APOE4 carriers, even when sex
and other potential confounding health variables were included
as covariates. Unlike MCBP, however, there was no interaction
between exercise and APOE4 status on CSF Ab42 levels. A
similar association of aerobic fitness with better performance
on several cognitive tasks was reported for community-dwelling
cognitively normal older women (Etnier et al., 2007) and in
middle-aged APOE4 carriers after controlling for age, gender,
and education (Deeny et al., 2008). Together, these studies sug-
gest that high levels of physical activity may be an especially
important lifestyle modification that APOE4 carriers can use to
reduce their risk for dementia.
Exercise improves cardiovascular health through a multitude
of mechanisms, one of which is through its effects on lipoprotein
metabolism. Exercise enhances the ability of HDL to promote
RCT, raises plasma pre-b-HDL levels, increases LCAT, de-
creases CETP, and enhances the attenuation of TLR-4 signaling
in cells of the innate immune system (Blazek et al., 2013).
Because exercise is also often associated with altered dietary
patterns and reduced BMI, it is challenging to delineate the
effects of exercise alone on HDL levels and function. Neverthe-
less, a meta-analysis of 25 randomized controlled clinical trials
evaluating aerobic exercise alone (without diet or drug therapy)
reported that an exercise level of 5.3 METs significantly
increased HDL-C levels by 2.53 mg/dl, with exercise duration
being the most important determinant of the HDL response
(Kodama et al., 2007). Roughly speaking, a level of exercise of
1500–2200 kcal/week is associated with a 3.5–6.0 mg/dl in-
crease in HDL-C and a 7–20 mg/dl decrease in TG levels (Durs-
tine et al., 2001). Potentially more important than HDL-C levels,
however, is how exercise may improve HDL function. For
example, exercise has been reported to increasing the choles-
terol efflux capacity of HDL isolated from metabolic syndrome
patients (Casella-Filho et al., 2011), although this was not
observed in a previous study (Ribeiro et al., 2008). In another
study, exercise training in chronic heart failure (CHF) patients
increased the ability of their HDL to promote NO production
and flow-mediated dilatation (Adams et al., 2013).
Conclusion
The extensive vascular system of the CNS is relied upon not only
for the delivering of nutrients and removal of wastes, but also for
forming a highly specific and selective barrier that regulates
transport into and out of the brain and participates in an arrayCell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 583
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able data suggest a potential synergic role of apoE and apoA-I in
brain vascular health and AD pathophysiology. As apoE cannot
cross the BBB (Linton et al., 1991), the pool of apoE in the
CNS is distinct from that in the circulation. Conversely, apoA-I
found in CSF or brain tissue is thought to be derived from the
plasma pool via transport across the BBB or blood-CSF barrier.
Even though the concentration of apoA-I in CSF is an order of
magnitude lower than its concentration in plasma (Koch et al.,
2001), by mass, apoA-I and apoE levels in CSF are similar
(Demeester et al., 2000; Koch et al., 2001; Pitas et al., 1987;
Roher et al., 2009; Song et al., 1998). ApoE and apoA-I may
therefore have complementary roles in protecting vascular
health in the CNS, with glial-derived apoE primarily working
from the abluminal side of the vessel and circulating apoA-I
acting from the luminal side (Figure 2).
Hypertension, hypercholesteremia, obesity, T2DM, and CVD
all have potentially significant consequences for cerebrovascular
health and may be early and, importantly, preventative factors
for AD risk (Mayeux and Stern, 2012). Plasma HDL and its
main protein component apoA-I have several beneficial func-
tions that are well established to maintain vascular endothelial
health in peripheral vessels, including effects on RCT, vascular
tone, inflammation, and endothelial repair (Mineo and Shaul,
2012). Importantly, these functional properties of HDL may be
vastly more informative than the levels of HDL-C per se. The
potential beneficial effects of apoA-I and HDL on cerebrovascu-
lar health, CAA, Ab40 metabolism, and cognitive function
deserve further study, particularly with respect to potential inter-
actions with APOE genotype.
ACKNOWLEDGMENTS
This work was supported by operating funding from the Canadian Institutes of
Health Research (CIHR) to C.L.W. and a CIHR Vanier Scholarship to S.S.
REFERENCES
Abe-Dohmae, S., Ikeda, Y., Matsuo, M., Hayashi, M., Okuhira, K., Ueda, K.,
and Yokoyama, S. (2004). Human ABCA7 supports apolipoprotein-mediated
release of cellular cholesterol and phospholipid to generate high density lipo-
protein. J. Biol. Chem. 279, 604–611.
Adams, V., Besler, C., Fischer, T., Riwanto, M., Noack, F., Hollriegel, R., Ober-
bach, A., Jehmlich, N., Volker, U., Winzer, E.B., et al. (2013). Exercise training
in patients with chronic heart failure promotes restoration of high-density lipo-
protein functional properties. Circ. Res. 113, 1345–1355.
Attems, J., Jellinger, K., Thal, D.R., and Van Nostrand, W. (2011). Review: spo-
radic cerebral amyloid angiopathy. Neuropathol. Appl. Neurobiol. 37, 75–93.
Bacskai, B.J., Frosch, M.P., Freeman, S.H., Raymond, S.B., Augustinack,
J.C., Johnson, K.A., Irizarry, M.C., Klunk, W.E., Mathis, C.A., Dekosky, S.T.,
et al. (2007). Molecular imaging with Pittsburgh Compound B confirmed at
autopsy: a case report. Arch. Neurol. 64, 431–434.
Bailey, D., Jahagirdar, R., Gordon, A., Hafiane, A., Campbell, S., Chatur, S.,
Wagner, G.S., Hansen, H.C., Chiacchia, F.S., Johansson, J., et al. (2010).
RVX-208: a small molecule that increases apolipoprotein A-I and high-density
lipoprotein cholesterol in vitro and in vivo. J. Am. Coll. Cardiol. 55, 2580–2589.
Barbero-Camps, E., Ferna´ndez, A., Martı´nez, L., Ferna´ndez-Checa, J.C., and
Colell, A. (2013). APP/PS1 mice overexpressing SREBP-2 exhibit combined
Ab accumulation and tau pathology underlying Alzheimer’s disease. Hum.
Mol. Genet. 22, 3460–3476.
Barter, P.J., Caulfield, M., Eriksson, M., Grundy, S.M., Kastelein, J.J.,
Komajda, M., Lopez-Sendon, J., Mosca, L., Tardif, J.C., Waters, D.D., et al.;584 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.ILLUMINATE Investigators (2007). Effects of torcetrapib in patients at high
risk for coronary events. N. Engl. J. Med. 357, 2109–2122.
Bell, R.D., Sagare, A.P., Friedman, A.E., Bedi, G.S., Holtzman, D.M., Deane,
R., and Zlokovic, B.V. (2007). Transport pathways for clearance of human
Alzheimer’s amyloid beta-peptide and apolipoproteins E and J in the mouse
central nervous system. J. Cereb. Blood Flow Metab. 27, 909–918.
Bell, R.D., Deane, R., Chow, N., Long, X., Sagare, A., Singh, I., Streb, J.W.,
Guo, H., Rubio, A., Van Nostrand, W., et al. (2009). SRF and myocardin regu-
late LRP-mediated amyloid-beta clearance in brain vascular cells. Nat. Cell
Biol. 11, 143–153.
Bell, R.D., Winkler, E.A., Singh, I., Sagare, A.P., Deane, R., Wu, Z., Holtzman,
D.M., Betsholtz, C., Armulik, A., Sallstrom, J., et al. (2012). Apolipoprotein E
controls cerebrovascular integrity via cyclophilin A. Nature 485, 512–516.
Besler, C., Heinrich, K., Rohrer, L., Doerries, C., Riwanto, M., Shih, D.M.,
Chroni, A., Yonekawa, K., Stein, S., Schaefer, N., et al. (2011). Mechanisms
underlying adverse effects of HDL on eNOS-activating pathways in patients
with coronary artery disease. J. Clin. Invest. 121, 2693–2708.
Blazek, A., Rutsky, J., Osei, K., Maiseyeu, A., and Rajagopalan, S. (2013).
Exercise-mediated changes in high-density lipoprotein: impact on form and
function. Am. Heart J. 166, 392–400.
Bonarek, M., Barberger-Gateau, P., Letenneur, L., Deschamps, V., Iron, A.,
Dubroca, B., and Dartigues, J.F. (2000). Relationships between cholesterol,
apolipoprotein E polymorphism and dementia: a cross-sectional analysis
from the PAQUID study. Neuroepidemiology 19, 141–148.
Bookheimer, S.Y., Strojwas, M.H., Cohen, M.S., Saunders, A.M., Pericak-
Vance, M.A., Mazziotta, J.C., and Small, G.W. (2000). Patterns of brain activa-
tion in people at risk for Alzheimer’s disease. N. Engl. J. Med. 343, 450–456.
Borghini, I., Barja, F., Pometta, D., and James, R.W. (1995). Characterization of
subpopulations of lipoprotein particles isolated from human cerebrospinal
fluid. Biochim. Biophys. Acta 1255, 192–200.
Brown, S.A., Schmitt, K., and Eckert, A. (2011). Aging and circadian disruption:
causes and effects. Aging (Albany, N.Y. Online) 3, 813–817.
Brunham, L.R., Kruit, J.K., Iqbal, J., Fievet, C., Timmins, J.M., Pape, T.D.,
Coburn, B.A., Bissada, N., Staels, B., Groen, A.K., et al. (2006). Intestinal
ABCA1 directly contributes to HDL biogenesis in vivo. J. Clin. Invest. 116,
1052–1062.
Cacciatore, F., Abete, P., Ferrara, N., Paolisso, G., Amato, L., Canonico, S.,
Maggi, S., Varricchio, M., and Rengo, F.; Osservatorio Geriatrico Campano
Group (1997). The role of blood pressure in cognitive impairment in an elderly
population. J. Hypertens. 15, 135–142.
Calabresi, L., Franceschini, G., Sirtori, C.R., De Palma, A., Saresella, M., Fer-
rante, P., and Taramelli, D. (1997). Inhibition of VCAM-1 expression in endothe-
lial cells by reconstituted high density lipoproteins. Biochem. Biophys. Res.
Commun. 238, 61–65.
Camont, L., Chapman, M.J., and Kontush, A. (2011). Biological activities of
HDL subpopulations and their relevance to cardiovascular disease. Trends
Mol. Med. 17, 594–603.
Carrano, A., Hoozemans, J.J., van der Vies, S.M., Rozemuller, A.J., van Hors-
sen, J., and de Vries, H.E. (2011). Amyloid Beta induces oxidative stress-medi-
ated blood-brain barrier changes in capillary amyloid angiopathy. Antioxid.
Redox Signal. 15, 1167–1178.
Casella-Filho, A., Chagas, A.C., Maranha˜o, R.C., Trombetta, I.C., Cesena,
F.H., Silva, V.M., Tanus-Santos, J.E., Negra˜o, C.E., and da Luz, P.L. (2011).
Effect of exercise training on plasma levels and functional properties of high-
density lipoprotein cholesterol in the metabolic syndrome. Am. J. Cardiol.
107, 1168–1172.
Castan˜o, E.M., Roher, A.E., Esh, C.L., Kokjohn, T.A., and Beach, T. (2006).
Comparative proteomics of cerebrospinal fluid in neuropathologically-
confirmed Alzheimer’s disease and non-demented elderly subjects. Neurol.
Res. 28, 155–163.
Castellano, J.M., Kim, J., Stewart, F.R., Jiang, H., DeMattos, R.B., Patterson,
B.W., Fagan, A.M., Morris, J.C., Mawuenyega, K.G., Cruchaga, C., et al.
(2011). Human apoE isoforms differentially regulate brain amyloid-b peptide
clearance. Sci. Transl. Med. 3, 89ra57.
Cell Metabolism
ReviewCavelier, C., Rohrer, L., and von Eckardstein, A. (2006). ATP-Binding cassette
transporter A1 modulates apolipoprotein A-I transcytosis through aortic endo-
thelial cells. Circ. Res. 99, 1060–1066.
Cavelier, C., Ohnsorg, P.M., Rohrer, L., and von Eckardstein, A. (2012). The
b-chain of cell surface F(0)F(1) ATPase modulates apoA-I and HDL transcyto-
sis through aortic endothelial cells. Arterioscler. Thromb. Vasc. Biol. 32,
131–139.
Chalmers, K., Wilcock, G.K., and Love, S. (2003). APOE epsilon 4 influences
the pathological phenotype of Alzheimer’s disease by favouring cerebrovas-
cular over parenchymal accumulation of A beta protein. Neuropathol. Appl.
Neurobiol. 29, 231–238.
Chan, S.L., Kim,W.S., Kwok, J.B., Hill, A.F., Cappai, R., Rye, K.A., and Garner,
B. (2008). ATP-binding cassette transporter A7 regulates processing of amy-
loid precursor protein in vitro. J. Neurochem. 106, 793–804.
Chiba, H., Akita, H., Hui, S.P., Takahashi, Y., Nagasaka, H., Fuda, H., and
Kobayashi, K. (1997). Effects of triamcinolone on brain and cerebrospinal fluid
apolipoprotein E levels in rats. Life Sci. 60, 1757–1761.
Cockerill, G.W., Rye, K.A., Gamble, J.R., Vadas, M.A., and Barter, P.J. (1995).
High-density lipoproteins inhibit cytokine-induced expression of endothelial
cell adhesion molecules. Arterioscler. Thromb. Vasc. Biol. 15, 1987–1994.
Cramer, P.E., Cirrito, J.R., Wesson, D.W., Lee, C.Y., Karlo, J.C., Zinn, A.E.,
Casali, B.T., Restivo, J.L., Goebel, W.D., James, M.J., et al. (2012). ApoE-
directed therapeutics rapidly clear b-amyloid and reverse deficits in ADmouse
models. Science 335, 1503–1506.
de Bruijn, R.F., Schrijvers, E.M., de Groot, K.A., Witteman, J.C., Hofman, A.,
Franco, O.H., Koudstaal, P.J., and Ikram, M.A. (2013). The association be-
tween physical activity and dementia in an elderly population: the Rotterdam
Study. Eur. J. Epidemiol. 28, 277–283.
de la Torre, J.C. (1999). Critical threshold cerebral hypoperfusion causes
Alzheimer’s disease? Acta Neuropathol. 98, 1–8.
de la Torre, J.C. (2012). Cerebral hemodynamics and vascular risk factors:
setting the stage for Alzheimer’s disease. J. Alzheimers Dis. 32, 553–567.
de Vries-van der Weij, J., de Haan, W., Hu, L., Kuif, M., Oei, H.L., van der
Hoorn, J.W., Havekes, L.M., Princen, H.M., Romijn, J.A., Smit, J.W., and
Rensen, P.C. (2009). Bexarotene induces dyslipidemia by increased very
low-density lipoprotein production and cholesteryl ester transfer protein-
mediated reduction of high-density lipoprotein. Endocrinology 150, 2368–
2375.
Deane, R., Sagare, A., Hamm, K., Parisi, M., Lane, S., Finn, M.B., Holtzman,
D.M., and Zlokovic, B.V. (2008). apoE isoform-specific disruption of amyloid
beta peptide clearance from mouse brain. J. Clin. Invest. 118, 4002–4013.
Deeny, S.P., Poeppel, D., Zimmerman, J.B., Roth, S.M., Brandauer, J., Wit-
kowski, S., Hearn, J.W., Ludlow, A.T., Contreras-Vidal, J.L., Brandt, J., and
Hatfield, B.D. (2008). Exercise, APOE, and working memory: MEG and behav-
ioral evidence for benefit of exercise in epsilon4 carriers. Biol. Psychol. 78,
179–187.
Defina, L.F., Willis, B.L., Radford, N.B., Gao, A., Leonard, D., Haskell, W.L.,
Weiner, M.F., and Berry, J.D. (2013). The association between midlife cardio-
respiratory fitness levels and later-life dementia: a cohort study. Ann. Intern.
Med. 158, 162–168.
DeMattos, R.B., Brendza, R.P., Heuser, J.E., Kierson, M., Cirrito, J.R., Fryer,
J., Sullivan, P.M., Fagan, A.M., Han, X., and Holtzman, D.M. (2001). Purifica-
tion and characterization of astrocyte-secreted apolipoprotein E and J-con-
taining lipoproteins from wild-type and human apoE transgenic mice.
Neurochem. Int. 39, 415–425.
Demeester, N., Castro, G., Desrumaux, C., De Geitere, C., Fruchart, J.C.,
Santens, P., Mulleners, E., Engelborghs, S., De Deyn, P.P., Vandekerckhove,
J., et al. (2000). Characterization and functional studies of lipoproteins, lipid
transfer proteins, and lecithin:cholesterol acyltransferase in CSF of normal in-
dividuals and patients with Alzheimer’s disease. J. Lipid Res. 41, 963–974.
Dennis, N.A., Browndyke, J.N., Stokes, J., Need, A., Burke, J.R., Welsh-
Bohmer, K.A., and Cabeza, R. (2010). Temporal lobe functional activity and
connectivity in young adult APOE varepsilon4 carriers. Alzheimers Dement.
6, 303–311.
Di Angelantonio, E., Sarwar, N., Perry, P., Kaptoge, S., Ray, K.K., Thompson,
A., Wood, A.M., Lewington, S., Sattar, N., Packard, C.J., et al.; Emerging RiskFactors Collaboration (2009). Major lipids, apolipoproteins, and risk of vascular
disease. JAMA 302, 1993–2000.
Diditchenko, S., Gille, A., Pragst, I., Stadler, D., Waelchli, M., Hamilton, R.,
Leis, A., and Wright, S.D. (2013). Novel formulation of a reconstituted high-
density lipoprotein (CSL112) dramatically enhances ABCA1-dependent
cholesterol efflux. Arterioscler. Thromb. Vasc. Biol. 33, 2202–2211.
Dimayuga, P., Zhu, J., Oguchi, S., Chyu, K.Y., Xu, X.O., Yano, J., Shah, P.K.,
Nilsson, J., and Cercek, B. (1999). Reconstituted HDL containing human apoli-
poprotein A-1 reduces VCAM-1 expression and neointima formation following
periadventitial cuff-induced carotid injury in apoE null mice. Biochem. Biophys.
Res. Commun. 264, 465–468.
Dodart, J.C., Marr, R.A., Koistinaho, M., Gregersen, B.M., Malkani, S., Verma,
I.M., and Paul, S.M. (2005). Gene delivery of human apolipoprotein E alters
brain Abeta burden in a mouse model of Alzheimer’s disease. Proc. Natl.
Acad. Sci. USA 102, 1211–1216.
Donkin, J.J., Stukas, S., Hirsch-Reinshagen, V., Namjoshi, D., Wilkinson, A.,
May, S., Chan, J., Fan, J., Collins, J., and Wellington, C.L. (2010). ATP-binding
cassette transporter A1 mediates the beneficial effects of the liver X receptor
agonist GW3965 on object recognitionmemory and amyloid burden in amyloid
precursor protein/presenilin 1 mice. J. Biol. Chem. 285, 34144–34154.
Drzezga, A., Grimmer, T., Henriksen, G., Mu¨hlau, M., Perneczky, R., Miederer,
I., Praus, C., Sorg, C., Wohlschla¨ger, A., Riemenschneider, M., et al. (2009).
Effect of APOE genotype on amyloid plaque load and gray matter volume in
Alzheimer disease. Neurology 72, 1487–1494.
Duron, E., and Hanon, O. (2008). Vascular risk factors, cognitive decline, and
dementia. Vasc. Health Risk Manag. 4, 363–381.
Durstine, J.L., Grandjean, P.W., Davis, P.G., Ferguson, M.A., Alderson, N.L.,
and DuBose, K.D. (2001). Blood lipid and lipoprotein adaptations to exercise:
a quantitative analysis. Sports Med. 31, 1033–1062.
Easton, R., Gille, A., D’Andrea, D., Davis, R.,Wright, S.D., and Shear, C. (2013).
A multiple ascending dose study of CSL112, an infused formulation of ApoA-I.
J. Clin. Pharmacol.
Elias, M.F., Robbins, M.A., Budge, M.M., Abhayaratna, W.P., Dore, G.A., and
Elias, P.K. (2009). Arterial pulse wave velocity and cognition with advancing
age. Hypertension 53, 668–673.
Eringa, E.C., Serne, E.H., Meijer, R.I., Schalkwijk, C.G., Houben, A.J., Ste-
houwer, C.D., Smulders, Y.M., and van Hinsbergh, V.W. (2013). Endothelial
dysfunction in (pre)diabetes: characteristics, causative mechanisms and path-
ogenic role in type 2 diabetes. Rev. Endocr. Metab. Disord. 14, 39–48.
Etnier, J.L., Caselli, R.J., Reiman, E.M., Alexander, G.E., Sibley, B.A., Tessier,
D., andMcLemore, E.C. (2007). Cognitive performance in older women relative
to ApoE-epsilon4 genotype and aerobic fitness. Med. Sci. Sports Exerc. 39,
199–207.
Fagan, A.M., Holtzman, D.M., Munson, G., Mathur, T., Schneider, D., Chang,
L.K., Getz, G.S., Reardon, C.A., Lukens, J., Shah, J.A., and LaDu, M.J. (1999).
Unique lipoproteins secreted by primary astrocytes from wild type, apoE (-/-),
and human apoE transgenic mice. J. Biol. Chem. 274, 30001–30007.
Faraco, G., and Iadecola, C. (2013). Hypertension: a harbinger of stroke and
dementia. Hypertension 62, 810–817.
Farrall, A.J., and Wardlaw, J.M. (2009). Blood-brain barrier: ageing and micro-
vascular disease—systematic review and meta-analysis. Neurobiol. Aging 30,
337–352.
Fiala, M., Zhang, L., Gan, X., Sherry, B., Taub, D., Graves, M.C., Hama, S.,
Way, D., Weinand, M., Witte, M., et al. (1998). Amyloid-beta induces chemo-
kine secretion and monocyte migration across a human blood—brain barrier
model. Mol. Med. 4, 480–489.
Filippini, N., MacIntosh, B.J., Hough, M.G., Goodwin, G.M., Frisoni, G.B.,
Smith, S.M., Matthews, P.M., Beckmann, C.F., and Mackay, C.E. (2009).
Distinct patterns of brain activity in young carriers of the APOE-epsilon4 allele.
Proc. Natl. Acad. Sci. USA 106, 7209–7214.
Filippini, N., Ebmeier, K.P., MacIntosh, B.J., Trachtenberg, A.J., Frisoni, G.B.,
Wilcock, G.K., Beckmann, C.F., Smith, S.M., Matthews, P.M., and Mackay,
C.E. (2011). Differential effects of the APOE genotype on brain function across
the lifespan. Neuroimage 54, 602–610.Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 585
Cell Metabolism
ReviewFioravanti, J., Medina-Echeverz, J., Ardaiz, N., Gomar, C., Parra-Guille´n, Z.P.,
Prieto, J., and Berraondo, P. (2012). The fusion protein of IFN-a and apolipo-
protein A-I crosses the blood-brain barrier by a saturable transport mecha-
nism. J. Immunol. 188, 3988–3992.
Fitz, N.F., Cronican, A.A., Lefterov, I., and Koldamova, R. (2013). Comment on
‘‘ApoE-directed therapeutics rapidly clear b-amyloid and reverse deficits in AD
mouse models’’. Science 340, 924–c.
Fleisher, A.S., Chen, K., Liu, X., Ayutyanont, N., Roontiva, A., Thiyyagura, P.,
Protas, H., Joshi, A.D., Sabbagh, M., Sadowsky, C.H., et al. (2013). Apolipo-
protein E ε4 and age effects on florbetapir positron emission tomography in
healthy aging and Alzheimer disease. Neurobiol. Aging 34, 1–12.
Fryer, J.D., Simmons, K., Parsadanian, M., Bales, K.R., Paul, S.M., Sullivan,
P.M., and Holtzman, D.M. (2005). Human apolipoprotein E4 alters the
amyloid-beta 40:42 ratio and promotes the formation of cerebral amyloid
angiopathy in an amyloid precursor protein transgenic model. J. Neurosci.
25, 2803–2810.
Fukuyama, R., Mizuno, T., Mori, S., Yanagisawa, K., Nakajima, K., and Fushiki,
S. (2000). Age-dependent decline in the apolipoprotein E level in cerebrospinal
fluid from control subjects and its increase in cerebrospinal fluid from patients
with Alzheimer’s disease. Eur. Neurol. 43, 161–169.
Giri, R., Shen, Y., Stins, M., Du Yan, S., Schmidt, A.M., Stern, D., Kim, K.S.,
Zlokovic, B., and Kalra, V.K. (2000). beta-amyloid-induced migration of mono-
cytes across human brain endothelial cells involves RAGE and PECAM-1. Am.
J. Physiol. Cell Physiol. 279, C1772–C1781.
Giri, R., Selvaraj, S., Miller, C.A., Hofman, F., Yan, S.D., Stern, D., Zlokovic,
B.V., and Kalra, V.K. (2002). Effect of endothelial cell polarity on beta-amyloid-
induced migration of monocytes across normal and AD endothelium. Am. J.
Physiol. Cell Physiol. 283, C895–C904.
Glodzik, L., Rusinek, H., Pirraglia, E., McHugh, P., Tsui, W., Williams, S., Cum-
mings, M., Li, Y., Rich, K., Randall, C., et al. (2014). Blood pressure decrease
correlates with tau pathology and memory decline in hypertensive elderly.
Neurobiol. Aging 35, 64–71.
Goldstein, F.C., Levey, A.I., and Steenland, N.K. (2013). High blood pressure
and cognitive decline in mild cognitive impairment. J. Am. Geriatr. Soc. 61,
67–73.
Gomaraschi, M., Ossoli, A., Favari, E., Adorni, M.P., Sinagra, G., Cattin, L.,
Veglia, F., Bernini, F., Franceschini, G., and Calabresi, L. (2013). Inflammation
impairs eNOS activation by HDL in patients with acute coronary syndrome.
Cardiovasc. Res. 100, 36–43.
Gonzalez-Velasquez, F.J., Kotarek, J.A., and Moss, M.A. (2008). Soluble
aggregates of the amyloid-beta protein selectively stimulate permeability in
human brain microvascular endothelial monolayers. J. Neurochem. 107,
466–477.
Grammas, P. (2011). Neurovascular dysfunction, inflammation and endo-
thelial activation: implications for the pathogenesis of Alzheimer’s disease.
J. Neuroinflammation 8, 26.
Grefhorst, A., Elzinga, B.M., Voshol, P.J., Plo¨sch, T., Kok, T., Bloks, V.W., van
der Sluijs, F.H., Havekes, L.M., Romijn, J.A., Verkade, H.J., and Kuipers, F.
(2002). Stimulation of lipogenesis by pharmacological activation of the liver X
receptor leads to production of large, triglyceride-rich very low density lipopro-
tein particles. J. Biol. Chem. 277, 34182–34190.
Group, H.T.C.; HPS2-THRIVE Collaborative Group (2013). HPS2-THRIVE
randomized placebo-controlled trial in 25 673 high-risk patients of ER niacin/
laropiprant: trial design, pre-specifiedmuscle and liver outcomes, and reasons
for stopping study treatment. Eur. Heart J. 34, 1279–1291.
Guyton, J.R., Miller, S.E., Martin, M.E., Khan, W.A., Roses, A.D., and Strittmat-
ter, W.J. (1998). Novel large apolipoprotein E-containing lipoproteins of
density 1.006-1.060 g/ml in human cerebrospinal fluid. J. Neurochem. 70,
1235–1240.
Hafezi-Moghadam, A., Thomas, K.L., and Wagner, D.D. (2007). ApoE defi-
ciency leads to a progressive age-dependent blood-brain barrier leakage.
Am. J. Physiol. Cell Physiol. 292, C1256–C1262.
Hanon, O., Haulon, S., Lenoir, H., Seux, M.L., Rigaud, A.S., Safar, M., Girerd,
X., and Forette, F. (2005). Relationship between arterial stiffness and cognitive
function in elderly subjects with complaints of memory loss. Stroke 36, 2193–
2197.586 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.Hanyu, H., Sato, T., Hirao, K., Kanetaka, H., Iwamoto, T., and Koizumi, K.
(2010). The progression of cognitive deterioration and regional cerebral blood
flow patterns in Alzheimer’s disease: a longitudinal SPECT study. J. Neurol.
Sci. 290, 96–101.
Harr, S.D., Uint, L., Hollister, R., Hyman, B.T., and Mendez, A.J. (1996).
Brain expression of apolipoproteins E, J, and A-I in Alzheimer’s disease.
J. Neurochem. 66, 2429–2435.
Hartz, A.M., Bauer, B., Soldner, E.L., Wolf, A., Boy, S., Backhaus, R., Mihal-
jevic, I., Bogdahn, U., Klu¨nemann, H.H., Schuierer, G., and Schlachetzki, F.
(2012). Amyloid-b contributes to blood-brain barrier leakage in transgenic
human amyloid precursor protein mice and in humans with cerebral amyloid
angiopathy. Stroke 43, 514–523.
Hawkes, C.A., Sullivan, P.M., Hands, S., Weller, R.O., Nicoll, J.A., and Carare,
R.O. (2012). Disruption of arterial perivascular drainage of amyloid-b from the
brains of mice expressing the human APOE ε4 allele. PLoS ONE 7, e41636.
Head, D., Bugg, J.M., Goate, A.M., Fagan, A.M., Mintun, M.A., Benzinger, T.,
Holtzman, D.M., andMorris, J.C. (2012). Exercise Engagement as aModerator
of the Effects of APOE Genotype on Amyloid Deposition. Arch. Neurol. 69,
636–643.
Hedrick, C.C., Thorpe, S.R., Fu, M.X., Harper, C.M., Yoo, J., Kim, S.M., Wong,
H., and Peters, A.L. (2000). Glycation impairs high-density lipoprotein function.
Diabetologia 43, 312–320.
Heinecke, J.W. (2009). The HDL proteome: a marker—and perhaps
mediator—of coronary artery disease. J. Lipid Res. Suppl. 50, S167–S171.
Helzner, E.P., Luchsinger, J.A., Scarmeas, N., Cosentino, S., Brickman, A.M.,
Glymour, M.M., and Stern, Y. (2009). Contribution of vascular risk factors to the
progression in Alzheimer disease. Arch. Neurol. 66, 343–348.
Herholz, K. (2010). Cerebral glucose metabolism in preclinical and prodromal
Alzheimer’s disease. Expert Rev. Neurother. 10, 1667–1673.
Hietanen, H., Pa¨a¨kko¨nen, R., and Salomaa, V. (2010). Ankle and exercise
blood pressures as predictors of coronary morbidity and mortality in a pro-
spective follow-up study. J. Hum. Hypertens. 24, 577–584.
Hietanen, H.J., Pa¨a¨kko¨nen, R., and Salomaa, V. (2011). Ankle blood pressure
and pulse pressure as predictors of cerebrovascular morbidity and mortality in
a prospective follow-up study. Stroke Res. Treat. 2010, 729391.
Hietanen, H., Pietila¨, A., Ka¨ho¨nen, M., and Salomaa, V. (2013). Ankle blood
pressure and dementia: a prospective follow-up study. Blood Press. Monit.
18, 16–20.
Hirsch-Reinshagen, V., Maia, L.F., Burgess, B.L., Blain, J.F., Naus, K.E.,
McIsaac, S.A., Parkinson, P.F., Chan, J.Y., Tansley, G.H., Hayden, M.R.,
et al. (2005). The absence of ABCA1 decreases soluble ApoE levels but
does not diminish amyloid deposition in two murine models of Alzheimer
disease. J. Biol. Chem. 280, 43243–43256.
Hofman, A., Ott, A., Breteler, M.M., Bots,M.L., Slooter, A.J., van Harskamp, F.,
van Duijn, C.N., Van Broeckhoven, C., and Grobbee, D.E. (1997). Atheroscle-
rosis, apolipoprotein E, and prevalence of dementia and Alzheimer’s disease in
the Rotterdam Study. Lancet 349, 151–154.
Hollingworth, P., Harold, D., Sims, R., Gerrish, A., Lambert, J.C., Carrasquillo,
M.M., Abraham, R., Hamshere, M.L., Pahwa, J.S., Moskvina, V., et al.;
Alzheimer’s Disease Neuroimaging Initiative; CHARGE consortium; EADI1
consortium (2011). Common variants at ABCA7, MS4A6A/MS4A4E, EPHA1,
CD33 and CD2AP are associated with Alzheimer’s disease. Nat. Genet. 43,
429–435.
Holtzman, D.M., Herz, J., and Bu, G. (2012). Apolipoprotein E and apolipopro-
tein E receptors: normal biology and roles in Alzheimer disease. Cold Spring
Harb Perspect Med 2, a006312.
Hudry, E., Dashkoff, J., Roe, A.D., Takeda, S., Koffie, R.M., Hashimoto, T.,
Scheel, M., Spires-Jones, T., Arbel-Ornath, M., Betensky, R., et al. (2013).
Gene transfer of human Apoe isoforms results in differential modulation of
amyloid deposition and neurotoxicity in mouse brain. Sci. Transl. Med. 5,
ra161.
Iadecola, C. (2004). Neurovascular regulation in the normal brain and in
Alzheimer’s disease. Nat. Rev. Neurosci. 5, 347–360.
Iadecola, C., Zhang, F., Niwa, K., Eckman, C., Turner, S.K., Fischer, E., Youn-
kin, S., Borchelt, D.R., Hsiao, K.K., and Carlson, G.A. (1999). SOD1 rescues
Cell Metabolism
Reviewcerebral endothelial dysfunction in mice overexpressing amyloid precursor
protein. Nat. Neurosci. 2, 157–161.
Ikonomovic, M.D., Klunk, W.E., Abrahamson, E.E., Mathis, C.A., Price, J.C.,
Tsopelas, N.D., Lopresti, B.J., Ziolko, S., Bi, W., Paljug, W.R., et al. (2008).
Post-mortem correlates of in vivo PiB-PET amyloid imaging in a typical case
of Alzheimer’s disease. Brain 131, 1630–1645.
Im, S.S., and Osborne, T.F. (2011). Liver x receptors in atherosclerosis and
inflammation. Circ. Res. 108, 996–1001.
Ix, J.H., Katz, R., Peralta, C.A., de Boer, I.H., Allison, M.A., Bluemke, D.A., Sis-
covick, D.S., Lima, J.A., and Criqui, M.H. (2010). A high ankle brachial index is
associated with greater left ventricular mass MESA (Multi-Ethnic Study of
Atherosclerosis). J. Am. Coll. Cardiol. 55, 342–349.
Jagust, W.J., Eberling, J.L., Reed, B.R., Mathis, C.A., and Budinger, T.F.
(1997). Clinical studies of cerebral blood flow in Alzheimer’s disease. Ann.
N Y Acad. Sci. 826, 254–262.
Jagust, W.J., Bandy, D., Chen, K., Foster, N.L., Landau, S.M., Mathis, C.A.,
Price, J.C., Reiman, E.M., Skovronsky, D., and Koeppe, R.A.; Alzheimer’s Dis-
ease Neuroimaging Initiative (2010). The Alzheimer’s Disease Neuroimaging
Initiative positron emission tomography core. Alzheimers Dement. 6, 221–229.
Jagust, W.J., and Landau, S.M.; Alzheimer’s Disease Neuroimaging Initiative
(2012). Apolipoprotein E, not fibrillar b-amyloid, reduces cerebral glucose
metabolism in normal aging. J. Neurosci. 32, 18227–18233.
Jiang, Q., Lee, C.Y., Mandrekar, S., Wilkinson, B., Cramer, P., Zelcer, N.,
Mann, K., Lamb, B., Willson, T.M., Collins, J.L., et al. (2008). ApoE promotes
the proteolytic degradation of Abeta. Neuron 58, 681–693.
Johnson, K.A., Jones, K., Holman, B.L., Becker, J.A., Spiers, P.A., Satlin, A.,
and Albert, M.S. (1998). Preclinical prediction of Alzheimer’s disease using
SPECT. Neurology 50, 1563–1571.
Johnson, K.A., Gregas, M., Becker, J.A., Kinnecom, C., Salat, D.H., Moran,
E.K., Smith, E.E., Rosand, J., Rentz, D.M., Klunk, W.E., et al. (2007). Imaging
of amyloid burden and distribution in cerebral amyloid angiopathy. Ann.
Neurol. 62, 229–234.
Johnson, K.A., Fox, N.C., Sperling, R.A., and Klunk,W.E. (2012). Brain imaging
in Alzheimer disease. Cold Spring Harb Perspect Med 2, a006213.
Kalmijn, S., Foley, D., White, L., Burchfiel, C.M., Curb, J.D., Petrovitch, H.,
Ross, G.W., Havlik, R.J., and Launer, L.J. (2000). Metabolic cardiovascular
syndrome and risk of dementia in Japanese-American elderly men. The
Honolulu-Asia aging study. Arterioscler. Thromb. Vasc. Biol. 20, 2255–2260.
Karch, C.M., Jeng, A.T., Nowotny, P., Cady, J., Cruchaga, C., and Goate, A.M.
(2012). Expression of novel Alzheimer’s disease risk genes in control and
Alzheimer’s disease brains. PLoS ONE 7, e50976.
Katz, A., Udata, C., Ott, E., Hickey, L., Burczynski, M.E., Burghart, P., Ves-
terqvist, O., andMeng, X. (2009). Safety, pharmacokinetics, and pharmacody-
namics of single doses of LXR-623, a novel liver X-receptor agonist, in healthy
participants. J. Clin. Pharmacol. 49, 643–649.
Kawano, M., Kawakami, M., Otsuka, M., Yashima, H., Yaginuma, T., and Ueki,
A. (1995). Marked decrease of plasma apolipoprotein AI and AII in Japanese
patients with late-onset non-familial Alzheimer’s disease. Clin. Chim. Acta
239, 209–211.
Kim, S.M., Kim, M.J., Rhee, H.Y., Ryu, C.W., Kim, E.J., Petersen, E.T., and
Jahng, G.H. (2013a). Regional cerebral perfusion in patients with Alzheimer’s
disease and mild cognitive impairment: effect of APOE epsilon4 allele. Neuro-
radiology 55, 25–34.
Kim, W.S., Li, H., Ruberu, K., Chan, S., Elliott, D.A., Low, J.K., Cheng, D., Karl,
T., and Garner, B. (2013b). Deletion of Abca7 increases cerebral amyloid-b
accumulation in the J20 mouse model of Alzheimer’s disease. J. Neurosci.
33, 4387–4394.
Kivipelto, M., Helkala, E.L., Laakso, M.P., Ha¨nninen, T., Hallikainen, M., Alhai-
nen, K., Soininen, H., Tuomilehto, J., and Nissinen, A. (2001). Midlife vascular
risk factors and Alzheimer’s disease in later life: longitudinal, population based
study. BMJ 322, 1447–1451.
Kivipelto, M., Helkala, E.L., Laakso, M.P., Ha¨nninen, T., Hallikainen, M., Alhai-
nen, K., Iivonen, S., Mannermaa, A., Tuomilehto, J., Nissinen, A., and Soininen,
H. (2002). Apolipoprotein E epsilon4 allele, elevated midlife total cholesterollevel, and high midlife systolic blood pressure are independent risk factors
for late-life Alzheimer disease. Ann. Intern. Med. 137, 149–155.
Kivipelto, M., Ngandu, T., Fratiglioni, L., Viitanen, M., Ka˚reholt, I., Winblad, B.,
Helkala, E.L., Tuomilehto, J., Soininen, H., and Nissinen, A. (2005). Obesity and
vascular risk factors at midlife and the risk of dementia and Alzheimer disease.
Arch. Neurol. 62, 1556–1560.
Koch, S., Donarski, N., Goetze, K., Kreckel, M., Stuerenburg, H.J., Buhmann,
C., and Beisiegel, U. (2001). Characterization of four lipoprotein classes in
human cerebrospinal fluid. J. Lipid Res. 42, 1143–1151.
Kodama, S., Tanaka, S., Saito, K., Shu, M., Sone, Y., Onitake, F., Suzuki, E.,
Shimano, H., Yamamoto, S., Kondo, K., et al. (2007). Effect of aerobic exercise
training on serum levels of high-density lipoprotein cholesterol: a meta-
analysis. Arch. Intern. Med. 167, 999–1008.
Koldamova, R.P., Lefterov, I.M., Lefterova, M.I., and Lazo, J.S. (2001). Apoli-
poprotein A-I directly interacts with amyloid precursor protein and inhibits A
beta aggregation and toxicity. Biochemistry 40, 3553–3560.
Koldamova, R., Staufenbiel, M., and Lefterov, I. (2005). Lack of ABCA1 consid-
erably decreases brain ApoE level and increases amyloid deposition in APP23
mice. J. Biol. Chem. 280, 43224–43235.
Kontush, A., Lhomme, M., and Chapman, M.J. (2013). Unraveling the com-
plexities of the HDL lipidome. J. Lipid Res. 54, 2950–2963.
Kratzer, I., Wernig, K., Panzenboeck, U., Bernhart, E., Reicher, H., Wronski, R.,
Windisch, M., Hammer, A., Malle, E., Zimmer, A., and Sattler, W. (2007). Apoli-
poprotein A-I coating of protamine-oligonucleotide nanoparticles increases
particle uptake and transcytosis in an in vitro model of the blood-brain barrier.
J. Control. Release 117, 301–311.
Kuo, Y.M., Emmerling, M.R., Bisgaier, C.L., Essenburg, A.D., Lampert, H.C.,
Drumm, D., and Roher, A.E. (1998). Elevated low-density lipoprotein in
Alzheimer’s disease correlates with brain abeta 1-42 levels. Biochem.
Biophys. Res. Commun. 252, 711–715.
Kuriyama, M., Takahashi, K., Yamano, T., Hokezu, Y., Togo, S., Osame, M.,
and Igakura, T. (1994). Low levels of serum apolipoprotein A I and A II in senile
dementia. Jpn. J. Psychiatry Neurol. 48, 589–593.
LaClair, K.D., Manaye, K.F., Lee, D.L., Allard, J.S., Savonenko, A.V., Troncoso,
J.C., and Wong, P.C. (2013). Treatment with bexarotene, a compound that in-
creases apolipoprotein-E, provides no cognitive benefit in mutant APP/PS1
mice. Mol. Neurodegener. 8, 18.
LaDu, M.J., Gilligan, S.M., Lukens, J.R., Cabana, V.G., Reardon, C.A., Van
Eldik, L.J., and Holtzman, D.M. (1998). Nascent astrocyte particles differ
from lipoproteins in CSF. J. Neurochem. 70, 2070–2081.
Landreth, G.E., Cramer, P.E., Lakner, M.M., Cirrito, J.R., Wesson, D.W., Brun-
den, K.R., andWilson, D.A. (2013). Response to comments on ‘‘ApoE-directed
therapeutics rapidly clear b-amyloid and reverse deficits in AD mouse
models’’. Science 340, 924, g.
Laurin, D., Masaki, K.H., White, L.R., and Launer, L.J. (2007). Ankle-to-brachial
index and dementia: the Honolulu-Asia Aging Study. Circulation 116, 2269–
2274.
Lee, J.H., Bacskai, B.J., and Ayata, C. (2012). Genetic animal models of cere-
bral vasculopathies. Prog. Mol. Biol. Transl. Sci. 105, 25–55.
Lefterov, I., Fitz, N.F., Cronican, A.A., Fogg, A., Lefterov, P., Kodali, R., Wetzel,
R., and Koldamova, R. (2010). Apolipoprotein A-I deficiency increases cerebral
amyloid angiopathy and cognitive deficits in APP/PS1DeltaE9 mice. J. Biol.
Chem. 285, 36945–36957.
Lesser, G., Kandiah, K., Libow, L.S., Likourezos, A., Breuer, B., Marin, D.,
Mohs, R., Haroutunian, V., and Neufeld, R. (2001). Elevated serum total and
LDL cholesterol in very old patients with Alzheimer’s disease. Dement. Geriatr.
Cogn. Disord. 12, 138–145.
Lesser, G.T., Haroutunian, V., Purohit, D.P., Schnaider Beeri, M., Schmeidler,
J., Honkanen, L., Neufeld, R., and Libow, L.S. (2009). Serum lipids are related
to Alzheimer’s pathology in nursing home residents. Dement. Geriatr. Cogn.
Disord. 27, 42–49.
Lewis, T.L., Cao, D., Lu, H., Mans, R.A., Su, Y.R., Jungbauer, L., Linton, M.F.,
Fazio, S., LaDu, M.J., and Li, L. (2010). Overexpression of human apolipopro-
tein A-I preserves cognitive function and attenuates neuroinflammation andCell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 587
Cell Metabolism
Reviewcerebral amyloid angiopathy in a mouse model of Alzheimer disease. J. Biol.
Chem. 285, 36958–36968.
Li, Y., Cam, J., and Bu, G. (2001). Low-density lipoprotein receptor family:
endocytosis and signal transduction. Mol. Neurobiol. 23, 53–67.
Lind, J., Persson, J., Ingvar, M., Larsson, A., Cruts, M., Van Broeckhoven, C.,
Adolfsson, R., Ba¨ckman, L., Nilsson, L.G., Petersson, K.M., and Nyberg, L.
(2006). Reduced functional brain activity response in cognitively intact apoli-
poprotein E epsilon4 carriers. Brain 129, 1240–1248.
Linton,M.F., Gish, R., Hubl, S.T., Bu¨tler, E., Esquivel, C., Bry,W.I., Boyles, J.K.,
Wardell, M.R., and Young, S.G. (1991). Phenotypes of apolipoprotein B and
apolipoprotein E after liver transplantation. J. Clin. Invest. 88, 270–281.
Llorente-Corte´s, V., Costales, P., Bernue´s, J., Camino-Lopez, S., and Badi-
mon, L. (2006). Sterol regulatory element-binding protein-2 negatively regu-
lates low density lipoprotein receptor-related protein transcription. J. Mol.
Biol. 359, 950–960.
Lockhart, A., Lamb, J.R., Osredkar, T., Sue, L.I., Joyce, J.N., Ye, L., Libri, V.,
Leppert, D., and Beach, T.G. (2007). PIB is a non-specific imaging marker of
amyloid-beta (Abeta) peptide-related cerebral amyloidosis. Brain 130, 2607–
2615.
Logge, W., Cheng, D., Chesworth, R., Bhatia, S., Garner, B., Kim, W.S., and
Karl, T. (2012). Role of Abca7 in mouse behaviours relevant to neurodegener-
ative diseases. PLoS ONE 7, e45959.
Loren, J., Huang, Z., Laffitte, B.A., and Molteni, V. (2013). Liver X receptor
modulators: a review of recently patented compounds (2009 - 2012). Expert
Opin Ther Pat 23, 1317–1335.
Lund-Katz, S., and Phillips, M.C. (2010). High density lipoprotein structure-
function and role in reverse cholesterol transport. Subcell. Biochem. 51,
183–227.
Marco, S., and Skaper, S.D. (2006). Amyloid beta-peptide1-42 alters tight
junction protein distribution and expression in brain microvessel endothelial
cells. Neurosci. Lett. 401, 219–224.
Masson, D., Jiang, X.C., Lagrost, L., and Tall, A.R. (2009). The role of plasma
lipid transfer proteins in lipoprotein metabolism and atherogenesis. J. Lipid
Res. Suppl. 50, S201–S206.
Masters, C.L., and Selkoe, D.J. (2012). Biochemistry of amyloid b-protein and
amyloid deposits in Alzheimer disease. Cold Spring Harb Perspect Med 2,
a006262.
Mayeux, R., and Stern, Y. (2012). Epidemiology of Alzheimer disease. Cold
Spring Harb Perspect Med 2.
McCarron, M.O., and Nicoll, J.A. (2000). Apolipoprotein E genotype and
cerebral amyloid angiopathy-related hemorrhage. Ann. N Y Acad. Sci. 903,
176–179.
McGuinness, B., and Passmore, P. (2010). Can statins prevent or help treat
Alzheimer’s disease? J. Alzheimers Dis. 20, 925–933.
Merched, A., Xia, Y., Visvikis, S., Serot, J.M., and Siest, G. (2000). Decreased
high-density lipoprotein cholesterol and serum apolipoprotein AI concentra-
tions are highly correlated with the severity of Alzheimer’s disease. Neurobiol.
Aging 21, 27–30.
Methia, N., Andre´, P., Hafezi-Moghadam, A., Economopoulos, M., Thomas,
K.L., and Wagner, D.D. (2001). ApoE deficiency compromises the blood brain
barrier especially after injury. Mol. Med. 7, 810–815.
Mielke, M.M., Rosenberg, P.B., Tschanz, J., Cook, L., Corcoran, C., Hayden,
K.M., Norton, M., Rabins, P.V., Green, R.C., Welsh-Bohmer, K.A., et al. (2007).
Vascular factors predict rate of progression in Alzheimer disease. Neurology
69, 1850–1858.
Mielke, M.M., Leoutsakos, J.M., Tschanz, J.T., Green, R.C., Tripodis, Y., Cor-
coran, C.D., Norton, M.C., and Lyketsos, C.G. (2011). Interaction between
vascular factors and the APOE ε4 allele in predicting rate of progression in
Alzheimer’s disease. J. Alzheimers Dis. 26, 127–134.
Mineo, C., and Shaul, P.W. (2012). Novel biological functions of high-density
lipoprotein cholesterol. Circ. Res. 111, 1079–1090.588 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.Miyata, M., and Smith, J.D. (1996). Apolipoprotein E allele-specific antioxidant
activity and effects on cytotoxicity by oxidative insults and beta-amyloid pep-
tides. Nat. Genet. 14, 55–61.
Montine, K.S., Bassett, C.N., Ou, J.J., Markesbery, W.R., Swift, L.L., andMon-
tine, T.J. (1998). Apolipoprotein E allelic influence on human cerebrospinal fluid
apolipoproteins. J. Lipid Res. 39, 2443–2451.
Morris, M.C., Scherr, P.A., Hebert, L.E., Bennett, D.A., Wilson, R.S., Glynn,
R.J., and Evans, D.A. (2000). The cross-sectional association between blood
pressure and Alzheimer’s disease in a biracial community population of older
persons. J. Gerontol. A Biol. Sci. Med. Sci. 55, M130–M136.
Morris, M.C., Scherr, P.A., Hebert, L.E., Glynn, R.J., Bennett, D.A., and Evans,
D.A. (2001). Association of incident Alzheimer disease and blood pressure
measured from 13 years before to 2 years after diagnosis in a large community
study. Arch. Neurol. 58, 1640–1646.
Morris, J.C., Roe, C.M., Xiong, C., Fagan, A.M., Goate, A.M., Holtzman, D.M.,
and Mintun, M.A. (2010). APOE predicts amyloid-beta but not tau Alzheimer
pathology in cognitively normal aging. Ann. Neurol. 67, 122–131.
Navab, M., Imes, S.S., Hama, S.Y., Hough, G.P., Ross, L.A., Bork, R.W., Val-
ente, A.J., Berliner, J.A., Drinkwater, D.C., Laks, H., et al. (1991). Monocyte
transmigration induced bymodification of low density lipoprotein in cocultures
of human aortic wall cells is due to induction of monocyte chemotactic protein
1 synthesis and is abolished by high density lipoprotein. J. Clin. Invest. 88,
2039–2046.
Nelson, P.T., Pious, N.M., Jicha, G.A., Wilcock, D.M., Fardo, D.W., Estus, S.,
and Rebeck, G.W. (2013). APOE-ε2 and APOE-ε4 correlate with increased
amyloid accumulation in cerebral vasculature. J. Neuropathol. Exp. Neurol.
72, 708–715.
Newman, A.B., Fitzpatrick, A.L., Lopez, O., Jackson, S., Lyketsos, C., Jagust,
W., Ives, D., Dekosky, S.T., and Kuller, L.H. (2005). Dementia and Alzheimer’s
disease incidence in relationship to cardiovascular disease in the Cardiovas-
cular Health Study cohort. J. Am. Geriatr. Soc. 53, 1101–1107.
Nicholls, S.J., Gordon, A., Johannson, J., Ballantyne, C.M., Barter, P.J.,
Brewer, H.B., Kastelein, J.J., Wong, N.C., Borgman, M.R., and Nissen, S.E.
(2012). ApoA-I induction as a potential cardioprotective strategy: rationale
for the SUSTAIN and ASSURE studies. Cardiovasc. Drugs Ther. 26, 181–187.
Nicolakakis, N., and Hamel, E. (2011). Neurovascular function in Alzheimer’s
disease patients and experimental models. J. Cereb. Blood Flow Metab. 31,
1354–1370.
Ninomiya, T., Ohara, T., Hirakawa, Y., Yoshida, D., Doi, Y., Hata, J., Kanba, S.,
Iwaki, T., and Kiyohara, Y. (2011). Midlife and late-life blood pressure and
dementia in Japanese elderly: the Hisayama study. Hypertension 58, 22–28.
Nishitsuji, K., Hosono, T., Nakamura, T., Bu, G., and Michikawa, M. (2011).
Apolipoprotein E regulates the integrity of tight junctions in an isoform-depen-
dent manner in an in vitro blood-brain barrier model. J. Biol. Chem. 286,
17536–17542.
Nissen, S.E., Tsunoda, T., Tuzcu, E.M., Schoenhagen, P., Cooper, C.J., Yasin,
M., Eaton, G.M., Lauer, M.A., Sheldon, W.S., Grines, C.L., et al. (2003). Effect
of recombinant ApoA-I Milano on coronary atherosclerosis in patients with
acute coronary syndromes: a randomized controlled trial. JAMA 290, 2292–
2300.
Niwa, K., Carlson, G.A., and Iadecola, C. (2000a). Exogenous A beta1-40 re-
produces cerebrovascular alterations resulting from amyloid precursor protein
overexpression in mice. J. Cereb. Blood Flow Metab. 20, 1659–1668.
Niwa, K., Younkin, L., Ebeling, C., Turner, S.K., Westaway, D., Younkin, S.,
Ashe, K.H., Carlson, G.A., and Iadecola, C. (2000b). Abeta 1-40-related reduc-
tion in functional hyperemia in mouse neocortex during somatosensory activa-
tion. Proc. Natl. Acad. Sci. USA 97, 9735–9740.
Nobe´court, E., Tabet, F., Lambert, G., Puranik, R., Bao, S., Yan, L., Davies,
M.J., Brown, B.E., Jenkins, A.J., Dusting, G.J., et al. (2010). Nonenzymatic
glycation impairs the antiinflammatory properties of apolipoprotein A-I.
Arterioscler. Thromb. Vasc. Biol. 30, 766–772.
Nofer, J.R., van der Giet, M., To¨lle, M., Wolinska, I., von Wnuck Lipinski, K.,
Baba, H.A., Tietge, U.J., Go¨decke, A., Ishii, I., Kleuser, B., et al. (2004). HDL
induces NO-dependent vasorelaxation via the lysophospholipid receptor
S1P3. J. Clin. Invest. 113, 569–581.
Cell Metabolism
ReviewNotkola, I.L., Sulkava, R., Pekkanen, J., Erkinjuntti, T., Ehnholm, C., Kivinen,
P., Tuomilehto, J., and Nissinen, A. (1998). Serum total cholesterol, apolipo-
protein E epsilon 4 allele, and Alzheimer’s disease. Neuroepidemiology 17,
14–20.
Olichney, J.M., Hansen, L.A., Hofstetter, C.R., Lee, J.H., Katzman, R., and
Thal, L.J. (2000). Association between severe cerebral amyloid angiopathy
and cerebrovascular lesions in Alzheimer disease is not a spurious one attrib-
utable to apolipoprotein E4. Arch. Neurol. 57, 869–874.
Pan, B., Ma, Y., Ren, H., He, Y.,Wang, Y., Lv, X., Liu, D., Ji, L., Yu, B.,Wang, Y.,
et al. (2012). Diabetic HDL is dysfunctional in stimulating endothelial cell migra-
tion and proliferation due to down regulation of SR-BI expression. PLoS ONE
7, e48530.
Park, L., Zhou, J., Zhou, P., Pistick, R., El Jamal, S., Younkin, L., Pierce, J.,
Arreguin, A., Anrather, J., Younkin, S.G., et al. (2013). Innate immunity receptor
CD36 promotes cerebral amyloid angiopathy. Proc. Natl. Acad. Sci. USA 110,
3089–3094.
Patel, P.J., Khera, A.V., Jafri, K., Wilensky, R.L., and Rader, D.J. (2011). The
anti-oxidative capacity of high-density lipoprotein is reduced in acute coronary
syndrome but not in stable coronary artery disease. J. Am. Coll. Cardiol. 58,
2068–2075.
Patel, P.J., Khera, A.V., Wilensky, R.L., and Rader, D.J. (2013). Anti-oxidative
and cholesterol efflux capacities of high-density lipoprotein are reduced in
ischaemic cardiomyopathy. Eur. J. Heart Fail. 15, 1215–1219.
Paula-Lima, A.C., Tricerri, M.A., Brito-Moreira, J., Bomfim, T.R., Oliveira, F.F.,
Magdesian, M.H., Grinberg, L.T., Panizzutti, R., and Ferreira, S.T. (2009).
Human apolipoprotein A-I binds amyloid-beta and prevents Abeta-induced
neurotoxicity. Int. J. Biochem. Cell Biol. 41, 1361–1370.
Peters, R., and Beckett, N. (2009). Hypertension, dementia, and antihyperten-
sive treatment: implications for the very elderly. Curr. Hypertens. Rep. 11,
277–282.
Pitas, R.E., Boyles, J.K., Lee, S.H., Hui, D., and Weisgraber, K.H. (1987). Lipo-
proteins and their receptors in the central nervous system. Characterization of
the lipoproteins in cerebrospinal fluid and identification of apolipoprotein
B,E(LDL) receptors in the brain. J. Biol. Chem. 262, 14352–14360.
Pitka¨la¨, K.H., Po¨ysti, M.M., Laakkonen, M.L., Tilvis, R.S., Savikko, N., Kautiai-
nen, H., and Strandberg, T.E. (2013). Effects of the Finnish Alzheimer disease
exercise trial (FINALEX): a randomized controlled trial. JAMA Intern. Med. 173,
894–901.
Poels, M.M., van Oijen, M., Mattace-Raso, F.U., Hofman, A., Koudstaal, P.J.,
Witteman, J.C., and Breteler, M.M. (2007). Arterial stiffness, cognitive decline,
and risk of dementia: the Rotterdam study. Stroke 38, 888–892.
Premkumar, D.R., Cohen, D.L., Hedera, P., Friedland, R.P., and Kalaria, R.N.
(1996). Apolipoprotein E-epsilon4 alleles in cerebral amyloid angiopathy and
cerebrovascular pathology associated with Alzheimer’s disease. Am. J.
Pathol. 148, 2083–2095.
Price, A.R., Xu, G., Siemienski, Z.B., Smithson, L.A., Borchelt, D.R., Golde,
T.E., and Felsenstein, K.M. (2013). Comment on ‘‘ApoE-directed therapeutics
rapidly clear b-amyloid and reverse deficits in AD mouse models’’. Science
340, 924, d.
Puchades, M., Hansson, S.F., Nilsson, C.L., Andreasen, N., Blennow, K., and
Davidsson, P. (2003). Proteomic studies of potential cerebrospinal fluid protein
markers for Alzheimer’s disease. Brain Res. Mol. Brain Res. 118, 140–146.
Rebeck, G.W., Alonzo, N.C., Berezovska, O., Harr, S.D., Knowles, R.B., Grow-
don, J.H., Hyman, B.T., and Mendez, A.J. (1998). Structure and functions of
human cerebrospinal fluid lipoproteins from individuals of different APOE
genotypes. Exp. Neurol. 149, 175–182.
Reitz, C., Tang, M.X., Schupf, N., Manly, J.J., Mayeux, R., and Luchsinger, J.A.
(2010). Association of higher levels of high-density lipoprotein cholesterol in
elderly individuals and lower risk of late-onset Alzheimer disease. Arch. Neurol.
67, 1491–1497.
Reitz, C., Jun, G., Naj, A., Rajbhandary, R., Vardarajan, B.N., Wang, L.S.,
Valladares, O., Lin, C.F., Larson, E.B., Graff-Radford, N.R., et al.; Alzheimer
Disease Genetics Consortium (2013). Variants in the ATP-binding cassette
transporter (ABCA7), apolipoprotein E ε4,and the risk of late-onset Alzheimer
disease in African Americans. JAMA 309, 1483–1492.Repa, J.J., Liang, G., Ou, J., Bashmakov, Y., Lobaccaro, J.M., Shimomura, I.,
Shan, B., Brown, M.S., Goldstein, J.L., and Mangelsdorf, D.J. (2000). Regula-
tion of mouse sterol regulatory element-binding protein-1c gene (SREBP-1c)
by oxysterol receptors, LXRalpha and LXRbeta. Genes Dev. 14, 2819–2830.
Resverlogix (2008). RVX-208 Exploratory Study Illustrates Early Potential for
Alzheimer’s Disease (http://www.resverlogix.com/upload/latest_news/81/01/
2008-11-10_alzheimers_program_final.pdf).
Resverlogix (2011). Resverlogix ASSERT Trial Data Illustrates Potential
for RVX-208 in Alzheimer’s Disease (http://www.resverlogix.com/media/
press-release.html?id=451).
Resverlogix (2013). Further Analysis of the ASSURE Data Finds a
Responder Group for RVX-208 with Statistically Significant Regression of
Coronary Atherosclerosis (http://www.resverlogix.com/media/press-release.
html?id=492).
Ribeiro, I.C., Iborra, R.T., Neves, M.Q., Lottenberg, S.A., Charf, A.M., Nunes,
V.S., Negra˜o, C.E., Nakandakare, E.R., Quinta˜o, E.C., and Passarelli, M.
(2008). HDL atheroprotection by aerobic exercise training in type 2 diabetes
mellitus. Med. Sci. Sports Exerc. 40, 779–786.
Riddell, D.R., Zhou, H., Comery, T.A., Kouranova, E., Lo, C.F., Warwick, H.K.,
Ring, R.H., Kirksey, Y., Aschmies, S., Xu, J., et al. (2007). The LXR agonist
TO901317 selectively lowers hippocampal Abeta42 and improves memory
in the Tg2576 mouse model of Alzheimer’s disease. Mol. Cell. Neurosci. 34,
621–628.
Riwanto, M., and Landmesser, U. (2013). High density lipoproteins and endo-
thelial functions: mechanistic insights and alterations in cardiovascular dis-
ease. J. Lipid Res. 54, 3227–3243.
Riwanto, M., Rohrer, L., Roschitzki, B., Besler, C., Mocharla, P., Mueller, M.,
Perisa, D., Heinrich, K., Altwegg, L., von Eckardstein, A., et al. (2013). Altered
activation of endothelial anti- and proapoptotic pathways by high-density lipo-
protein from patients with coronary artery disease: role of high-density lipopro-
tein-proteome remodeling. Circulation 127, 891–904.
Roher, A.E., Maarouf, C.L., Sue, L.I., Hu, Y., Wilson, J., and Beach, T.G. (2009).
Proteomics-derived cerebrospinal fluid markers of autopsy-confirmed
Alzheimer’s disease. Biomarkers 14, 493–501.
Rosenberg, G.A. (2009). Matrix metalloproteinases and their multiple roles in
neurodegenerative diseases. Lancet Neurol. 8, 205–216.
Rowe, C.C., Ellis, K.A., Rimajova,M., Bourgeat, P., Pike, K.E., Jones, G., Fripp,
J., Tochon-Danguy, H., Morandeau, L., O’Keefe, G., et al. (2010). Amyloid
imaging results from the Australian Imaging, Biomarkers and Lifestyle (AIBL)
study of aging. Neurobiol. Aging 31, 1275–1283.
Ruitenberg, A., den Heijer, T., Bakker, S.L., van Swieten, J.C., Koudstaal, P.J.,
Hofman, A., and Breteler, M.M. (2005). Cerebral hypoperfusion and clinical
onset of dementia: the Rotterdam Study. Ann. Neurol. 57, 789–794.
Sacre, S.M., Stannard, A.K., and Owen, J.S. (2003). Apolipoprotein E (apoE)
isoforms differentially induce nitric oxide production in endothelial cells.
FEBS Lett. 540, 181–187.
Sagare, A.P., Bell, R.D., and Zlokovic, B.V. (2012). Neurovascular dysfunction
and faulty amyloid b-peptide clearance in Alzheimer disease. Cold Spring Harb
Perspect Med 2.
Saido, T., and Leissring, M.A. (2012). Proteolytic degradation of amyloid
b-protein. Cold Spring Harb Perspect Med 2, a006379.
Saito, K., Seishima,M., Heyes, M.P., Song, H., Fujigaki, S., Maeda, S., Vickers,
J.H., and Noma, A. (1997). Marked increases in concentrations of apolipopro-
tein in the cerebrospinal fluid of poliovirus-infected macaques: relations be-
tween apolipoprotein concentrations and severity of brain injury. Biochem.
J. 321, 145–149.
Sattler, K., and Levkau, B. (2009). Sphingosine-1-phosphate as a mediator of
high-density lipoprotein effects in cardiovascular protection. Cardiovasc. Res.
82, 201–211.
Schley, D., Carare-Nnadi, R., Please, C.P., Perry, V.H., andWeller, R.O. (2006).
Mechanisms to explain the reverse perivascular transport of solutes out of the
brain. J. Theor. Biol. 238, 962–974.
Schwartz, G.G., Olsson, A.G., Abt, M., Ballantyne, C.M., Barter, P.J., Brumm,
J., Chaitman,B.R., Holme, I.M., Kallend, D., Leiter, L.A., et al.; dal-OUTCOMESCell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 589
Cell Metabolism
ReviewInvestigators (2012). Effects of dalcetrapib in patients with a recent acute
coronary syndrome. N. Engl. J. Med. 367, 2089–2099.
Shah, A.S., Tan, L., Long, J.L., and Davidson, W.S. (2013). Proteomic diversity
of high density lipoproteins: our emerging understanding of its importance in
lipid transport and beyond. J. Lipid Res. 54, 2575–2585.
Shaw, J.A., Bobik, A., Murphy, A., Kanellakis, P., Blombery, P., Mukhame-
dova, N., Woollard, K., Lyon, S., Sviridov, D., and Dart, A.M. (2008). Infusion
of reconstituted high-density lipoprotein leads to acute changes in human
atherosclerotic plaque. Circ. Res. 103, 1084–1091.
Sheline, Y.I., Morris, J.C., Snyder, A.Z., Price, J.L., Yan, Z., D’Angelo, G., Liu,
C., Dixit, S., Benzinger, T., Fagan, A., et al. (2010). APOE4 allele disrupts
resting state fMRI connectivity in the absence of amyloid plaques or decreased
CSF Ab42. J. Neurosci. 30, 17035–17040.
Shepardson, N.E., Shankar, G.M., and Selkoe, D.J. (2011a). Cholesterol level
and statin use in Alzheimer disease: I. Review of epidemiological and preclin-
ical studies. Arch. Neurol. 68, 1239–1244.
Shepardson, N.E., Shankar, G.M., and Selkoe, D.J. (2011b). Cholesterol level
and statin use in Alzheimer disease: II. Review of human trials and recommen-
dations. Arch. Neurol. 68, 1385–1392.
Shin, J., Lee, S.Y., Kim, S.J., Kim, S.H., Cho, S.J., and Kim, Y.B. (2010). Voxel-
based analysis of Alzheimer’s disease PET imaging using a triplet of radio-
tracers: PIB, FDDNP, and FDG. Neuroimage 52, 488–496.
Sirtori, C.R., Calabresi, L., Franceschini, G., Baldassarre, D., Amato, M.,
Johansson, J., Salvetti, M., Monteduro, C., Zulli, R., Muiesan, M.L., and
Agabiti-Rosei, E. (2001). Cardiovascular status of carriers of the apolipoprotein
A-I(Milano) mutant: the Limone sul Garda study. Circulation 103, 1949–1954.
Smith, C.D., Andersen, A.H., Kryscio, R.J., Schmitt, F.A., Kindy, M.S., Blonder,
L.X., and Avison, M.J. (1999). Altered brain activation in cognitively intact indi-
viduals at high risk for Alzheimer’s disease. Neurology 53, 1391–1396.
Solomon, A., Kivipelto, M., Wolozin, B., Zhou, J., and Whitmer, R.A. (2009).
Midlife serum cholesterol and increased risk of Alzheimer’s and vascular de-
mentia three decades later. Dement. Geriatr. Cogn. Disord. 28, 75–80.
Song, H., Saito, K., Seishima, M., Noma, A., Urakami, K., and Nakashima, K.
(1997). Cerebrospinal fluid apo E and apo A-I concentrations in early- and
late-onset Alzheimer’s disease. Neurosci. Lett. 231, 175–178.
Song, H., Seishima, M., Saito, K., Maeda, S., Takemura, M., Noma, A., Kondo,
A., Manabe, M., Urakami, K., and Nakashima, K. (1998). Apo A-I and apo E
concentrations in cerebrospinal fluids of patients with acute meningitis. Ann.
Clin. Biochem. 35, 408–414.
Sorrentino, S.A., Besler, C., Rohrer, L., Meyer, M., Heinrich, K., Bahlmann,
F.H., Mueller, M., Horva´th, T., Doerries, C., Heinemann, M., et al. (2010). Endo-
thelial-vasoprotective effects of high-density lipoprotein are impaired in
patients with type 2 diabetes mellitus but are improved after extended-release
niacin therapy. Circulation 121, 110–122.
Sparks, D.L., Scheff, S.W., Liu, H., Landers, T.M., Coyne, C.M., and Hunsaker,
J.C., 3rd. (1995). Increased incidence of neurofibrillary tangles (NFT) in non-
demented individuals with hypertension. J. Neurol. Sci. 131, 162–169.
Speer, T., Rohrer, L., Blyszczuk, P., Shroff, R., Kuschnerus, K., Kra¨nkel, N.,
Kania, G., Zewinger, S., Akhmedov, A., Shi, Y., et al. (2013). Abnormal high-
density lipoprotein induces endothelial dysfunction via activation of Toll-like
receptor-2. Immunity 38, 754–768.
Stannard, A.K., Riddell, D.R., Sacre, S.M., Tagalakis, A.D., Langer, C., von
Eckardstein, A., Cullen, P., Athanasopoulos, T., Dickson, G., and Owen, J.S.
(2001). Cell-derived apolipoprotein E (ApoE) particles inhibit vascular cell
adhesion molecule-1 (VCAM-1) expression in human endothelial cells.
J. Biol. Chem. 276, 46011–46016.
Starr, J.M., Whalley, L.J., Inch, S., and Shering, P.A. (1993). Blood pressure
and cognitive function in healthy old people. J. Am. Geriatr. Soc. 41, 753–756.
Stukas, S., May, S., Wilkinson, A., Chan, J., Donkin, J., and Wellington, C.L.
(2012). The LXR agonist GW3965 increases apoA-I protein levels in the central
nervous system independent of ABCA1. Biochim. Biophys. Acta 1821,
536–546.
Tai, L.M., Holloway, K.A., Male, D.K., Loughlin, A.J., and Romero, I.A. (2010).
Amyloid-beta-induced occludin down-regulation and increased permeability590 Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc.in human brain endothelial cells is mediated by MAPK activation. J. Cell.
Mol. Med. 14, 1101–1112.
Tanaka, N., Abe-Dohmae, S., Iwamoto, N., and Yokoyama, S. (2011). Roles of
ATP-binding cassette transporter A7 in cholesterol homeostasis and host
defense system. J. Atheroscler. Thromb. 18, 274–281.
Tardif, J.C., Gre´goire, J., L’Allier, P.L., Ibrahim, R., Lespe´rance, J., Heinonen,
T.M., Kouz, S., Berry, C., Basser, R., Lavoie, M.A., et al.; Effect of rHDL on
Atherosclerosis-Safety and Efficacy (ERASE) Investigators (2007). Effects of
reconstituted high-density lipoprotein infusions on coronary atherosclerosis:
a randomized controlled trial. JAMA 297, 1675–1682.
Tarumi, T., Sugawara, J., and Tanaka, H. (2011). Association between ankle
blood pressure and central arterial wave reflection. J. Hum. Hypertens. 25,
539–544.
Taskinen, M.R. (2003). Diabetic dyslipidaemia: from basic research to clinical
practice. Diabetologia 46, 733–749.
Terasaka, N., Yu, S., Yvan-Charvet, L., Wang, N., Mzhavia, N., Langlois, R.,
Pagler, T., Li, R., Welch, C.L., Goldberg, I.J., and Tall, A.R. (2008). ABCG1
and HDL protect against endothelial dysfunction in mice fed a high-cholesterol
diet. J. Clin. Invest. 118, 3701–3713.
Terasaka, N., Westerterp, M., Koetsveld, J., Ferna´ndez-Hernando, C., Yvan-
Charvet, L., Wang, N., Sessa, W.C., and Tall, A.R. (2010). ATP-binding
cassette transporter G1 and high-density lipoprotein promote endothelial
NO synthesis through a decrease in the interaction of caveolin-1 and endothe-
lial NO synthase. Arterioscler. Thromb. Vasc. Biol. 30, 2219–2225.
Tesseur, I., Lo, A.C., Roberfroid, A., Dietvorst, S., Van Broeck, B., Borgers, M.,
Gijsen, H., Moechars, D., Mercken, M., Kemp, J., et al. (2013). Comment on
‘‘ApoE-directed therapeutics rapidly clear b-amyloid and reverse deficits in
AD mouse models’’. Science 340, 924, e.
Alzheimer’s Disease Anti-inflammatory Prevention Trial Research Group
(2013). Results of a follow-up study to the randomized Alzheimer’s Disease
Anti-inflammatory Prevention Trial (ADAPT). Alzheimers Dement. 9, 714–723.
Thomas, T., Thomas, G., McLendon, C., Sutton, T., and Mullan, M. (1996).
beta-Amyloid-mediated vasoactivity and vascular endothelial damage. Nature
380, 168–171.
Tian, J., Shi, J., Bailey, K., Lendon, C.L., Pickering-Brown, S.M., and Mann,
D.M. (2004). Association between apolipoprotein E e4 allele and arterioscle-
rosis, cerebral amyloid angiopathy, and cerebral white matter damage in
Alzheimer’s disease. J. Neurol. Neurosurg. Psychiatry 75, 696–699.
Torino, F., Barnabei, A., Paragliola, R., Baldelli, R., Appetecchia, M., and Cor-
sello, S.M. (2013). Thyroid dysfunction as an unintended side effect of anti-
cancer drugs. Thyroid 23, 1345–1366.
Townsend, K.P., Obregon, D., Quadros, A., Patel, N., Volmar, Ch., Paris, D.,
and Mullan, M. (2002). Proinflammatory and vasoactive effects of Abeta in
the cerebrovasculature. Ann. N Y Acad. Sci. 977, 65–76.
Ulrich, J.D., Burchett, J.M., Restivo, J.L., Schuler, D.R., Verghese, P.B.,
Mahan, T.E., Landreth, G.E., Castellano, J.M., Jiang, H., Cirrito, J.R., and
Holtzman, D.M. (2013). In vivomeasurement of apolipoprotein E from the brain
interstitial fluid using microdialysis. Mol. Neurodegener. 8, 13.
Undurti, A., Huang, Y., Lupica, J.A., Smith, J.D., DiDonato, J.A., and Hazen,
S.L. (2009). Modification of high density lipoprotein by myeloperoxidase gen-
erates a pro-inflammatory particle. J. Biol. Chem. 284, 30825–30835.
Vagelatos, N.T., and Eslick, G.D. (2013). Type 2 Diabetes as a Risk Factor for
Alzheimer’s Disease: The Confounders, Interactions, and Neuropathology
Associated With This Relationship. Epidemiol. Rev.
van Beek, A.H., Claassen, J.A., Rikkert, M.G., and Jansen, R.W. (2008). Cere-
bral autoregulation: an overview of current concepts and methodology with
special focus on the elderly. J. Cereb. Blood Flow Metab. 28, 1071–1085.
Van Lenten, B.J., Hama, S.Y., de Beer, F.C., Stafforini, D.M., McIntyre, T.M.,
Prescott, S.M., La Du, B.N., Fogelman, A.M., and Navab, M. (1995). Anti-
inflammatory HDL becomes pro-inflammatory during the acute phase
response. Loss of protective effect of HDL against LDL oxidation in aortic
wall cell cocultures. J. Clin. Invest. 96, 2758–2767.
van Oijen, M., de Jong, F.J., Witteman, J.C., Hofman, A., Koudstaal, P.J., and
Breteler, M.M. (2007). Atherosclerosis and risk for dementia. Ann. Neurol. 61,
403–410.
Cell Metabolism
ReviewVanhoutte, P.M., Shimokawa, H., Tang, E.H., and Feletou, M. (2009). Endothe-
lial dysfunction and vascular disease. Acta Physiol. (Oxf.) 196, 193–222.
Vanmierlo, T., Rutten, K., Dederen, J., Bloks, V.W., van Vark-van der Zee, L.C.,
Kuipers, F., Kiliaan, A., Blokland, A., Sijbrands, E.J., Steinbusch, H., et al.
(2011). Liver X receptor activation restores memory in aged AD mice without
reducing amyloid. Neurobiol. Aging 32, 1262–1272.
Vasquez, J.B., Fardo, D.W., and Estus, S. (2013). ABCA7 expression is asso-
ciated with Alzheimer’s disease polymorphism and disease status. Neurosci.
Lett. 556, 58–62.
Veeraraghavalu, K., Zhang, C., Miller, S., Hefendehl, J.K., Rajapaksha, T.W.,
Ulrich, J., Jucker, M., Holtzman, D.M., Tanzi, R.E., Vassar, R., and Sisodia,
S.S. (2013). Comment on ‘‘ApoE-directed therapeutics rapidly clear b-amyloid
and reverse deficits in AD mouse models’’. Science 340, 924, f.
Verghese, P.B., Castellano, J.M., Garai, K., Wang, Y., Jiang, H., Shah, A., Bu,
G., Frieden, C., and Holtzman, D.M. (2013). ApoE influences amyloid-b (Ab)
clearance despite minimal apoE/Ab association in physiological conditions.
Proc. Natl. Acad. Sci. USA 110, E1807–E1816.
Wahrle, S.E., Jiang, H., Parsadanian, M., Kim, J., Li, A., Knoten, A., Jain, S.,
Hirsch-Reinshagen, V., Wellington, C.L., Bales, K.R., et al. (2008). Overexpres-
sion of ABCA1 reduces amyloid deposition in the PDAPP mouse model of
Alzheimer disease. J. Clin. Invest. 118, 671–682.
Waksman, R., Torguson, R., Kent, K.M., Pichard, A.D., Suddath, W.O., Satler,
L.F., Martin, B.D., Perlman, T.J., Maltais, J.A., Weissman, N.J., et al. (2010). A
first-in-man, randomized, placebo-controlled study to evaluate the safety and
feasibility of autologous delipidated high-density lipoprotein plasma infusions
in patients with acute coronary syndrome. J. Am. Coll. Cardiol. 55, 2727–2735.
Waldstein, S.R., Rice, S.C., Thayer, J.F., Najjar, S.S., Scuteri, A., and Zonder-
man, A.B. (2008). Pulse pressure and pulse wave velocity are related to cogni-
tive decline in the Baltimore Longitudinal Study of Aging. Hypertension 51,
99–104.
Wang, N., Lan, D., Gerbod-Giannone, M., Linsel-Nitschke, P., Jehle, A.W.,
Chen, W., Martinez, L.O., and Tall, A.R. (2003). ATP-binding cassette trans-
porter A7 (ABCA7) binds apolipoprotein A-I andmediates cellular phospholipid
but not cholesterol efflux. J. Biol. Chem. 278, 42906–42912.
Weller, R.O., Subash, M., Preston, S.D., Mazanti, I., and Carare, R.O. (2008).
Perivascular drainage of amyloid-beta peptides from the brain and its failure
in cerebral amyloid angiopathy and Alzheimer’s disease. Brain Pathol. 18,
253–266.
Wesson, D.W., Borkowski, A.H., Landreth, G.E., Nixon, R.A., Levy, E., andWil-
son, D.A. (2011). Sensory network dysfunction, behavioral impairments, and
their reversibility in an Alzheimer’s b-amyloidosis mouse model. J. Neurosci.
31, 15962–15971.
Wierenga, C.E., Clark, L.R., Dev, S.I., Shin, D.D., Jurick, S.M., Rissman, R.A.,
Liu, T.T., and Bondi, M.W. (2013). Interaction of age and APOE genotype on
cerebral blood flow at rest. J. Alzheimers Dis. 34, 921–935.Wishart, H.A., Saykin, A.J., Rabin, L.A., Santulli, R.B., Flashman, L.A., Guerin,
S.J., Mamourian, A.C., Belloni, D.R., Rhodes, C.H., and McAllister, T.W.
(2006). Increased brain activation during working memory in cognitively intact
adults with the APOE epsilon4 allele. Am. J. Psychiatry 163, 1603–1610.
Wright, R.S. (2013). Recent clinical trials evaluating benefit of drug therapy for
modification of HDL cholesterol. Curr. Opin. Cardiol. 28, 389–398.
Yue, L., Bian, J.T., Grizelj, I., Cavka, A., Phillips, S.A., Makino, A., and Maz-
zone, T. (2012). Apolipoprotein E enhances endothelial-NO production by
modulating caveolin 1 interaction with endothelial NO synthase. Hypertension
60, 1040–1046.
Yuhanna, I.S., Zhu, Y., Cox, B.E., Hahner, L.D., Osborne-Lawrence, S., Lu, P.,
Marcel, Y.L., Anderson, R.G., Mendelsohn, M.E., Hobbs, H.H., and Shaul,
P.W. (2001). High-density lipoprotein binding to scavenger receptor-BI acti-
vates endothelial nitric oxide synthase. Nat. Med. 7, 853–857.
Zazulia, A.R. (2009). Regulation of cerebral blood flow in untreated mild-to-
moderate hypertension. Am. J. Hypertens. 22, 344.
Zensi, A., Begley, D., Pontikis, C., Legros, C., Mihoreanu, L., Bu¨chel, C., and
Kreuter, J. (2010). Human serum albumin nanoparticles modified with apolipo-
protein A-I cross the blood-brain barrier and enter the rodent brain. J. Drug
Target. 18, 842–848.
Zheng, L., Nukuna, B., Brennan, M.L., Sun, M., Goormastic, M., Settle, M.,
Schmitt, D., Fu, X., Thomson, L., Fox, P.L., et al. (2004). Apolipoprotein A-I is
a selective target for myeloperoxidase-catalyzed oxidation and functional
impairment in subjects with cardiovascular disease. J. Clin. Invest. 114,
529–541.
Zipser, B.D., Johanson, C.E., Gonzalez, L., Berzin, T.M., Tavares, R., Hulette,
C.M., Vitek, M.P., Hovanesian, V., and Stopa, E.G. (2007). Microvascular injury
and blood-brain barrier leakage in Alzheimer’s disease. Neurobiol. Aging 28,
977–986.
Zlokovic, B.V. (2005). Neurovascular mechanisms of Alzheimer’s neurodegen-
eration. Trends Neurosci. 28, 202–208.
Zlokovic, B.V. (2008). The blood-brain barrier in health and chronic neurode-
generative disorders. Neuron 57, 178–201.
Zlokovic, B.V. (2011). Neurovascular pathways to neurodegeneration in
Alzheimer’s disease and other disorders. Nat. Rev. Neurosci. 12, 723–738.
Zlokovic, B.V. (2013). Cerebrovascular effects of apolipoprotein E: implica-
tions for Alzheimer disease. JAMA Neurol. 70, 440–444.
Zuliani, G., Cavalieri, M., Galvani, M., Volpato, S., Cherubini, A., Bandinelli, S.,
Corsi, A.M., Lauretani, F., Guralnik, J.M., Fellin, R., and Ferrucci, L. (2010).
Relationship between low levels of high-density lipoprotein cholesterol and
dementia in the elderly. The InChianti study. J. Gerontol. A Biol. Sci. Med.
Sci. 65, 559–564.Cell Metabolism 19, April 1, 2014 ª2014 Elsevier Inc. 591
